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tESor s smmftxte*<7>m?mizft®2ii&& 
fcM<or s ;mmi*x\±*(r)mmizff®2ti&i& 

[if*«2 2] m.Tw*(-ie£m&m&. &&x 
[ff*«2 3] m&e&amMs&zmmem. ® 

[0001] 

imft=F4>Trv>a4wmizm?z>. 20 

[0002] 

[fif*<os»] m&ttm. mmmtm 

*m. #iM&m. #wm:t'(?>Qim±.izmi 

A.xo^v-flliS^LTtJ'?. &m<MFmnz±<) 

\^<r>fr0yf77T$.V-\iZ / m£1Xh (Cell, 76, 301 30 
(1994)). i*l4Tfca«W16a. /9&#8SP^£3 

^yyaqsiSSitTus. -rod*.. ^fyf/ | jy«4 
ti. >3 lfc&Ui^fc^U 4 yf/'Jy«4j3 1 
X«4 y-f >a 40 7(?)2lcrym&#i;Bl8.LTm 

[0003] .T<0d*>. >fyf^J>a4/Jlll VLA- 
4 (very late antigen-4) „ &6V^liCD49d/CD29i: 

«*u vyj-m. mm. mtmmt-?* vm&uzmi 

LtV&(Ann. Rev. Immunol.. 8, 365 (1990)). A V 40 
T^U V « 4 0 1 0 'J ijV V t LXii. Jk« rtffcttlJi&J: 
fcfiPfcLTV^&VCAM-l (vascular cell adhesion molec 
ule-1) taMvh >J v9X<r)7 i 7u%9^-V<F>9 
A 71 1 1 connecti ve segment<DCS-l|g$c9 2 ^>i&® £it 
T^S (Immunol. Today, 14, 506 (1993); Cell, 60, 5 
77 (1990)). Sm#±<7Hyx^'Jya4/>Ui. 

■ mm. mm^k'ffmm/^izm^-thzttim 

t>tlX^& (Springer Semin Immunopathol. , 16, 379 
(1995)). — ft. A >t?V y a 4 0 Hi. LPAM-1 ( lya 50 



^2003-277340 
1 6 

phocyte Peyer's patch HEV adhesion noleeule-1) k. 

t ti. &mt < izmmxmmzm y y>t«Lt 
tzmit. >uxjw%z. zuzmvyymx'ov 

y^(T>mmizm^LX^?>(Proc. Natl. Acad. Sci.U 
SA, 89, 1924 (1992)). 4 y-f^'J y«4 0 7<D*#gW 
y^fy Kt LTJ±> MAdCAH-1 (Mucosal Adressing Cell 
Adhesion Moleculel) ff%lt>tlX\>^& (Adv. Immunol., 
72. 325 (1999)). MAdCAM-Ui. MSmU y'WWK 

i*i&>mm*mtt&m±izmiLx»ht:#>. Ay=r 

?Vya4 07 fcMAdCAM-lWfflSfftHIifc 0 fcltlSttli 

^oemu^osgSk g^:w^rs.ri#si£>;rvo>£> 

(Aa. J. Pathol., 151, 97 (1997)) . MtXAyf-^ 
Vya4 0Hi. 4yf-?Vya4/3 1tmm. VCAM-1 

t7r>( yo^^f-y ocs-i^ y #y k fc-f 6 z 1 1> 4 

fcftHo*VC^5 (J- Immunol., 151, 2471 (1993)) . 

[0004] A yy-yvyaAtvuyYtoWMftm 
#. $&■ msu&xwm:®m*miLx\^zk 
\t. mwmmm&i>-yi}L4yT-rvya4*/?u- 

+)Vm&m\Vzm%.fr^5&$&iXX\^h (Ciba Found 
ation Symposium, 189, 79 (1995) ) . *CD0«fc 1>X 
li. l^«aB^EffilS»li^(Natur e , 356. 63 (199 

2) ). (J. Clin. Invest., 92, 372 (1993)) . 
fflWmWi%&&XmmmWlKfc (J. Immunol., 15 

0, 1172 (1993); Eur. J. Immunol., 23, 682 (199 

3) ). PH&ifc (J. Clin. Invest., 89, 1445 (1992)) . 
W&Stftmim (J. Immunol., 153, 5810 (1994)) . 
V%M. (J. Exp. Hed., 180, 795 (1994)) , (J. CI 
in. Invest.. 91. 577 (1993)). imMi&mWtim 
ISW(J. Immunol.. 150,2401 (1993))&k'<Dfi$9 ; E-rrt' 
Zm^fz®wWm?hti&. ZtihcmX'li. Ay=r7 

y ya 4 zvm-t&z t#. m. ■ «wi. ^ 

[0005] CS-lSii&M yf/'J ya401 tzfttz 
tH&®&<DT$smffll±. o>f ^y(Leu)-rx»t5^ 

yi!(Asp)-yN'y y(vai)wr $ yie^(LDV)T-$>s^ 

fc*^S$ilTV^(J. Cell. Biol., 124. 601 (199 

4) ). CS-l^rf-r-*J>l,V»{iLDViOS^«cIi N JrJ^^M:* 

mmizA yT-rvya4kViiyY0y8&*vmL. ^ 
M/m®&*7>i>£ftLx&^hz>ztwmiZtLX 

V^|> (J. Clin. Invest., 94, 655 (1994); Proc. Nat 

1. Acad. Sci. USA, 88. 9072 (1991)) . 4fcVCAM-lc7> 

a yr?\) ya4izm-&&a$itiL<7)T$ smtmn. 

T5iJmmXhh7li>9 5 y(GlnM y o>f i^XIl 
e)-TXyN*v ; ¥yK(Asp)-b y y(Ser)-rny y(Pro)# 
fig-Cft-S ^ i:*«VCAH-lc05 jl-t-^ h y<0%%j)^ 
Wt>MzZitX^h (J. Cell Biol., 125, B95 (199 
4); J. Cell Biol., 124. 601 (1994): J. Cell Biol., 
1S.215 (1994); J. Cell Science, 107. 2127 (199 
4)) . £*:. J. H.WANG ^izX*). yW5-y-AVu4 
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is>-7xt*?*fyWHs y y-ra y y$rS*^r^- H 
i: U 4 Vr^'J ya 4 /3 1 «€HS«ttS:#t&Stt 
^Tf-KCys*GlnIleAspSerProCys* (Cys*Cys*ti % i^'X 
Kt&^^-t) iffl&ZtlX^& (Proc. Natl. 
Acad. Sci. USA, 92. 5714 (1995)) . L#>U HRW 

#»£*tT:fc 0 . ty*T+ Ktt*>fi5HM ^x^y ya 

imijy YX'h &MadCAM-l<DT S yKSE5d(C(iLDV^l 
(HBWl* J ^^itTtJ , 3 (J- Cell Sci.. 107. 2127 (199 10 
4) ) „ 4 Vt^'J y a 4/3 1 ffl^SSr^rnDV^rf- 
FS&gfoiM >"f^y ya40 7bVtfy K<*pti 
#*-*£2:;ft < fl&3*l'C»& (J. Immunol. , 158, 1710 
(1997)) . ^t^Hli, 4yT?Vya401XiZ>{y 

r^y ya407tv#y Fstfasfwa* t ticUMW- 

i'WK t L< tt<£4BHb£%&M yf/'J ya 411 
«W t & 9#S - 1 I/O* . 
[ o o o 6 ] 4 yf/'J 4ia«rStt^^-rfi^Hb 

tU77-y^# (W001/47868. W001/68586. W001/121 20 
83.W00V54690. W001/14328. ^032001-89368) , +7 

vvyvm* (^iB2ooi-2665) . r-evyfflm (woo 
1/55121) . 4 srvy^ysi&tis (*s§imi-i58i57) 

4wmk£®tm£tiT^&. t*. ztimiHWS 

[0007] *»DHl:£«J<D--aUi. WOOO/21920 
^&?8fcS£$*VO*#. SK^ffifcliS^^Hac- 
lSVLFA-lfc*htl,|flWStt*«i8^$*iTV^fc-rr 30 
f\ -fyr/y>'a4ffl*?Sttco*4!ltov^T<iH^I3 
^3*rO*5rv\ 

[0008] 

imtfM&Lt 0 t-rSPS] 3ME*D<i>*VOv&>r y 

mztixm. 

[0009] 

[fsa£»*frf ifcaxo^ai xmmwi. mm 40 
zti&i&p. 4yT?vya4i-frthm®m&m 

[0010] *mi\t. & 

[fc2 5] 
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«ISfut7x-;t«. 21)ftEg^tL<liS«^SFF 
<^>^<fc<>-a^S^»Tfflft$i^^7f-;l^. 2 

2 ) srau, L<iiM^ssfF<o^< i: t-aoim 
50 mxws&titiKyi;^ 2 3 ) tts&t, L<iism 



2 1 

*+)um. 2 4 ) m.izmtfhfc i -4 mmmm* . 
MSK?t> l < itmrntt-kts 3-8 A*ywwfvf 

o^s. 2 5 ) iJdWcStfftfc i ~4<loM5&iH% m 

A*, Xtt2 6) 5*VI 
[00 15] 

[fc3 0] 

o 

II 

— N N-R 9 



VI 

ci~8T;M^7*$ya. ci-stm^ 
t^s, ci~8r;^^T^rsysat/xh^ 
yjyps (mm. 5-fK5V»j^ i-tk^vj/I' 

«) **r> . R 10 l±, 1)ad^>. 2) M)?;M- 
v**)Vm. 3) iil^t»L<{iS^aafC^^<t 

t>-a^gmBT-a«$hJt c i ~8 Ttv*)vm. a > 

fflft$*i*:C2~8T/l^-/i^ 5)i§H&t>L<« 
~-8T)V*->l&. 6) -OR', 7) -SR<\ 8) : s 

rsm. 9) -hum. io) =o, 1 1) -c (o) 

R d . 1 2) -C (O) OR«, 13)-C (O)NR' 
R f . 14) — NR e R f , 15) -NR'C (O) R d , 

i6) -NR«sotR<i. i7)mw&t>L<tmgm 
a. i8)i£®atL<jiM«!aafFco^<fct-a 

«S&«-Cgg|§*i*:^:7f-/l^ 19)&Hglt>L< 
ttS8«EfF<^&< fc i-aoMBISTfflftSfi*:^ 
y^a. 20) iiamt>L<»i^«gPF<^>^<fc 
h-m<nwmxw&zix£.->-y+)i>*i-)vm. 2 1 ) 
»i(c«ch*: 1 ~4 mmmm-. mmm?i> t < it 

8SflS^2r^tJ3~8M^#«ttA > ro^S. 22) a 

SSK7£-£t?5~61SKT07l>-;l^ 23)5SVI 
£flU R c (i, 1 ) 2) C l~~&TA*Mt. 
3) hV V)ViSU*1-)V&. 4 ) 7x-;H, 5 ) <y 
S>A*fc«U R". R'AtfR'tt. *tl?tlMJLl 
X. 1 ) 2 ) C 1~8T/W*A«. 3 ) C 3~8 
is?uT>l'*)V&. 4) C3~8^oT;^;W-Cl 
~8T;u*;l«, 5)*S^t>L<*iS«aaPFc7)i!'-^ 
< b t-S^)13ftS-CBSi$n^7x-;i«. 6 ) US 
&i> L < »±gSiSSPF^^< fc t,-a^S^"CS«i 

t h-mcmsmx-mm^tu-z^y^im. 8 ) m 
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mztucy x^f-A-g, 9 ) &s&k KttatasapF 
<r&tc< t i>-m(omsmxwm^ti^^jtvm. x 
«i o ) mwmi>i<imm®F<ryj?%< b t>-a<o 

1 ) *3t 2 ) C l~87/Mf^S, 3 ) fcia&i U< 

{is^ssf F<^^< t t,-a<7>amsTS^?^7 

x-;U£, X»i4 ) £§mtL<«fig&£I3F<%KK 

tt-aosma-cajft^^^y^ia^^-t. ] t 

^SitST 5 y KS$gftX{i*0£^fc:ttg3*i£.Jg 
10 fc LT£#^6&*4H^ y^'J y a 418. 

[0016] tfz. *mH££V 
U£3 1 ] 

R 2 COOH 1 



20 



V 1 



a« s -c(o)-x«*£££au xi-u>mm 

4 S/SfcfSU RWi. 1 ) *3t 2 ) x*r>M$* 

u r 3 «, i) mm&i>L<i}mmmc(ryj?%<b 
h-momwmxw&ztvtic 1 ~sr;^^ <s& 

30 yg. -hoS, 0~2ffl^NnyycSJft$ix^7x 

y^f>-s. xito—2mr>^uy>x'mm^iv^^.y^ 

)VJt*ism*mt) , 2) Cyi. 3) Cy*-Cl~8 
7^;W3S, 4) -(CH 2 )jNR s R 6 XJ±5). -(C 
H 2 )hNHC(0)R7£#IL ( jXt^kti, 0 

~4«a»**^->. R*ti. i)«a«*»t<ttiaft 

S»C<o^'5:< fc fc-acoSl^TBSiSti.fcC l ~8 

t>-a<offifta-c^sn^c 2~8r^-;va, 
3 ) ifsat> l< jias®afco^< t t>-a^sm 

40 a-Ca^$*DtC2~8T;^--»Pa, 4) Cys, 
5)Cy«-Cl~8myH, 6)Cy«-C2~8 
TiVr=~H,m. 7 ) C y* - C 2~8 T^-;l^. 
8) r^vy^-;i^, 9) y'7x-/Mf;H, 10) 

[0017] 
[fc3 2] 



50 



(13) 



23 
Me Me 
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[00 18] 1 l)5tIII 
[fc3 3] 



m 



£*U R 5 , R»(i<t*i**UttftL'C« 1)*S. 2) 

ftgm«> l<«m»sspc(7)^< t i>-mcomwtmT 

4) Cy5-Cl~87;^«£SeU R 7 tt. 1) c 

i~8r;^i^a. 2) &m&t>L<iia&affifD<^ 
^<tt)-a«g»a-eate$tut7x-;p«. 3)& 

4 ) mmmh t< iat^D^ 

^fr^t-a^M^T^S*!*:^^!^ 5) 
u>->. ci~87^;i^. ci~8r;p3^vS, 

8 «i. 1 ) 2 ) C 1^8T/l-3*i/mxii3 ) - 

nr»r" (r». rmi. *ti?nm.Lx. *mhz>^ 

{iCl~8T/^^*-r) £SU Cy'li. 1) 1 
~ 5 fflcDR 9 -C^? *tT t> J: V >C 3 - 8 i/9 oT 
/Nf/ua. 2) i~5ffloR 9 TB&3irCvvci>«l: 
<. StA{cSJf^l~4fliO^M^. K*HFft>L 

< \mm* zsts 3~8«^#stt*, t < \izm&^ 

Tomm. 3) l~5ffi<OR 9 T-E&3iVOvct>J:^ 
4) l~5ffl<0R 9 -CB^$<lTV^Tt>J: 
VW-7?-;U8. 5) l~5ffl<7>R 9 T-£&3rt/OvCi 

^xdtu-;HI. 6)^IV 

[0019] 

[fl:34] 




£3<-t) . 7)5$V 
[0020] 

tft3 5] 



<5S<K Xi&tfY>Ji. *igXJiS8IMPfD 



10 nftlfpll *ft«iM£tC0~2<O^£?r3E 

U Eli. **y3tel,<iMaMFF**U WW 

te. 1) l~5#9R 9 T-E&3*vtvvct«}:uC3- 
8i/?nm;H. 2) l~5HOR 9 (fcfc'U = 
o£BJK) TSg&tiX^Ti>X<. m.izmi£hfzl 
~4ffltf>gSBH% IS^iIi 1 <>L<«BSIlS I P5r-ttf3 
~8g«m®ttt,L<JiZ^tt^7 i D^S. 3)1-5 
ffl<mi 9 TB&$;h/OvtfcJ:VV7x-/Ug N 4) 1~ 
5fflOR 9 -CB^?<xTV^-Ct,J:V^7f-;PS. 5) 1 
20 ~5ffl?)R 9 -CSSiSfVOvCi>J:<. SfcifcSfcfft* 
l~4ffl<7)g*!I^ I^K?kL<te«StK^£-£tf 
5~8gO#«tti> L < (iZl^far U 
U Cy«. Cy5« % *iv»tffcfcl/C, 1 ) l~5ffl 
OR 9 T-m&ZtlX WC i J: V >C 3 - 8 OT^l' 

2) l~5ffl<9R 9 -Cffl&3*vavTiJ:<. tti 
tStfn^l~4fflOMSS ; ?. K^IffilXttBSI 

3~8«?>JiUgttt> L < liZStt^xoS? 

3) l~5ffl<OR 9 T-l^?fLTV^t)iV^x- 
4) l~5fflcDR 9 -nm$*tTVvrt>J:Vv?-;7 

30 5) l~5<l«0R 9 "C^$ilTV^-CtJ:<. 

&#y*«, -ett-enxi, Y»<7)^ti^t) £fiu 

Cy6|±. 1) l~5ffl«0R 9 Ta^$ixTV^-Ct><J:V^C 
3-8v?oW^. 2) l~5ffl£>R lD -ca&$ 
*rC^Tt>J:<. 0-2ffl<7)S^S^ 0-2<Bi0g£H 

fcttiBf&L&W ; 3) 5SIV <5£tk Xi&lXYM±. Ik 
ALT. *SgXttSS4S3fD£fH-) 4 ) 5SV (5**. 
nSt^pJi. m-ffLifcit=0~2c^gt?r^L. E 
ti. jtf-yJteJEU X*aVY*tt, «l«lX>. Y> 
ngmtmt) £#*U R 9 »i, l)>\nyy, 2) h 
U 7;^op<^;WS. 3 ) Mmi> L<\tWg&&C<r> 

1 1> -mos&mxw&z tut c i-st^p 
a. 4 ) «^t> l< »±a^»c<7y>^r< fc *>-ao 

50 t,L<(iS«issfcco^<fct,-a^^is-r*ns? 
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iTJtC 2—8T)V^-)V&. 6) -OR=. 7) -S 
R<\ 8) vTVS. 9) -ham. 10) =0. 1 
D-SO2R-". 12) -SOiNR'Rf. 13)-C 
(O) R^ 14) -C (O) OR". 15) -C (O) 
N R e R f v 16) -NR«R f , 17) — NR e C (O) 
R*. 18)-NR'S0 2 R". 19)*SS&t>L<ttg 

tm. 20) mm&h l< utsisasf f<v!?%< t 

m<r)Bm?m2ttK:i-yl->V&. 2 l ) MW&M 

ovivm. 2 2 ) msmi L<\sm&mF<n&%< 

4 ) m.£.mimt: 1 ~4fi?>gsK^ wm®?i> l 

<«SSItlS^5:^tf5~6H^xoT'J-;t«. Xtt 
2 5) ^VI 
[0021] 

O 

11 

— N N-R 9 

5 

VI 

zmi (s&spfu. wmmmD^ ci-st^mta- 

ttm. ci~~8T>v*tVT$sm. ci~8T;Mr/P 
r^tim. c 1 ~ 8 r;wr^7 5 ysst^f h 5 

5) , R 10 tt. DAoyX 2) hU7/k* 

o**-a*, 3) m&i>L<nmmucwj:<t 
i>~me>wjmTW&ztit:ci^8T/i'*)i>m. 4) 

mm^tu^c2-8T?uy-}um. 5)mmht<n 

—8T)V*—)V&. 6) -OR c . 7) -SR'. 8) £>- 

r/«. 9) -ham. 10) =o x in-c (o) 

R d . 1 2) -C (O) OR d N 13) — C (O) NR e 
R f > 14) — NR e R f . 15) — NR e C (O) R*. 

16) -NR«S0 2 R«, i7)*iaet,u<{i^a 

m. 1 8) m&i>L<immmF<o>j?%<ti>-m 
(ommx-m^^hfzi-y^tvm. i9)m&i>t< 

y^vm. 20) its^t>L<j±sgs»afFo^^<fc 

i>-a«DMJ^T1&S;h^7^M^/l^ 2 1 ) 

aiitsjf tut i ~4<i^gSM^ . ksiis^ t, i<i± 

K^^2r^tf3-8g^5Jtt^xo^JE. 2 2 ) $6 
1 ~4fflcogSS^. B§ig®^ t L < «g£ 
j|S^2r^5~61S^xarU-^S. 23)5$VI 
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R c it. l)*3t. 2) Cl-8T)V*)Vm. 
3) hV-7)V*aX+lV&. 4) 7i-/H. 5)^>- 

T, 1 ) AiM. 2 ) C l~8T7Mf*S. 3 ) C 3-8 
y?om/«, 4) C3~8S'?OT/Mr;l'-Cl 
~8r;^;^ 5) *lSiftt,L«iagiSSfFc^^ 

< t t>-a<os^-csii$^7x-;i^. 6 ) its 
&t> L<Jis^^F<^-^< t fc-a*>aHfts-es» 

io %<ti>-u<7)Wgmxw&ztit:i>i;>i>m. 8)m 
mmi>i<im^mF(D^^< t ^-m^msmva. 

mztv£7**1-)um. 9) *§M&i,L«ifiiftSf?F 

^^<tt,-a^a«s-cB«i?n^xf-u;us. x 

Ji 1 0 ) isSBIi, L< JiMje»SPF<^^< 
1 ) 2 ) C l~8T/Mf^S. 3 ) is^Bii, t< 

«sjftssF<^^< t h-mnmmTm&ztuz? 

x-/US. X»i4) iiM«it>t<J±^iSgfF^5:< 

tt-a^saist^^iTJt^yy^^^-r. ] t 
20 ^s<xi.r5yi^frx«'e<D^«fc^$m.JS 

[0022]$ t>iz*mn. is&vx-mti&T 5 

[0023] 

rc*s*i4r s /K^ftxti^ofB^cit&sft 

30 ^«cXtt^t0l^Wti1f§$^i»JS-Cfc5. 

[0024] -m. i xt^-i^rT'^ixsr 5 ygf 

[002 5] rci~8r/^^j it. gm&.l—8(D 

mmt>L< i±mmtiwm®£imL. mm. 

)V. Xf-;P. n-Tntf/k n-f^-)V. n-*0^->V. n- 
^v'/K iWVTfvk n-Jf^f-Zl's l-^f-^xf-;!/, 
l-^^TDtT;!/, l-xf-;|/7*otr;k % 2-^^TDtr 

1-^^^f-^. l-xf-^f-^, 
/k 2-x^y^;K J-^f*^*'. \-*+fWs& 

\-*j~)\s\* : s>v. 2-^f-;PA.4fv;K 3-^<^- 
4->f-;^df^. Wf-)V^*i')i>. l. 
l-y^^xf-zk l.lr^f-iurnwi'. 1,2-y^f- 
rt'roe/K 2,2-y^^Tae;K l.l-v^f-^T"^ 
1,2-^^y^. 1.3-^f-^f-^. 2,2-^* 

3-^Vf-;^>-^;P. 2.2-5^ f-Zl^^K 2.3-^'> 
50 ^r^. 4,5-^f-^^r^ 
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[00 26] rc i~6I&7/i^ki ti. gSHSl- 

[00 27] rc2~8T^-;Uj tt. Z*te^$— 
ojy±^|,^a2~8<0iSS(t, L< {i7tf£tt*&f0 

stfc*mmw*i. mut. v=&* l-rp^^k 

1- 7*-f-/k l-^^r-^k l-Mr-fe-/k 1-A7f- 
;k T'J/k 2-7r--K 

2- ^.y-r-;u, 3-^y-rx/k 4-^>T-;k i-7f7P 
t*x/k l-^f/H-ro'C/k 2-yf-yP-l-TP^- 
/k 1 , 2- f;hl-7o^;K l-y^/kl-y-f- 
/k 2-y^;ki-7*fx/k ^y^ki-y^x/k 1-7 
fvP-^TxX/k 2-^f^2-7f-^< 3-7f7k2- 
Tx-Jk l,2-v7f7kl-7T-;l^t'£*3H\ 
[0028] rc 2-8W-;h «i. 

ojy±^rri,^a2~8oit®t> u< liWSHK^fi&ft 

&fl-*iJt®£SWcU BUtf. x*cyk l-7nt- 
/k l-7>->k 1-^yf-^/k 1-^7* 
*cyk l-*7^-/k 3-7^-/kl-7>x;k 3.3-v 
737kl-:7>x;k S-y-frkl-^y^-x^k 4-7^71/ 
-l-^y^-Zk S^^'y^kl-^yf-x/k 3.4-^ 
fVkl-^y -?-^;k 3,3,4-MJy -^IM-^yf-x^ 

[0029] rc i—st/i^vj ±ii r Cl 

tf. 7 iRy, 7-p^x. 

;kT*K l-y^;loch*j/i-7?7krP5l«fv\ 2-7 
f-;l/7*o^^. l-xf-zkrntfdfK 1-7 -77k/ 
j'. 2-7f-;k7h*j^ 3-7f-/k7>3-$<\ l-x-f/k/ 

2-x^-/k7>=*>\ l-7"ubT;U7'hdf^. 1-7 
f7k<y^-;kt*K l-ff-JV^Vl-frtti/^ 3-7?- 
A^yf-^M^ik 4-7?7k<y?-/M-3f>\ i-y^-;i/ 
^i/llttis. TrX+^^Vtti/^ 3-7?-/k\ 
^v/M^K 4-7?vP'v*>7M-*i' > 5-7^71^ 
i^M-^K U-Wf/Hh^y, l,l-;/*y?7krP 

1.2-^f-;l/7'0^>' N 2,2-v7?7krp;i? 
=*v\ l.l-*?**-*tf>*5^ 1.2-^^7'h^^, 

[00 3 0] rc l~87>Mf/Pf-:*j mt. JJB r C 

XfcT. 7?7H-;*\ XjrMris^ n-:TPbVkM\ n-7" 

^W-*. n-jJ-??-;H-Ji\ l-y^/kc^kM". 1-7 
?7krpbVH-Ji\ 2-7?-/krptVk?-;i\ l-y?-/kr 
fvk*:*. 2-*^7>;H-3j\ ^f-^f-zk*:*. 
l^^/ks.y^/k*:*.. 2-7?-/k<y?-;k*;j\ 3-7?- 
/l^yfvH-:*. 4-y?7k;y-7-;H-;t, 1-7 ^-/kv* 
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j/;kM\ 2-*+)\s\*is)W'*. 3-77*7kMr>';H- 
4-7*/kv*£';kM\ 5-737kv*v;H-;J\ 1, 

1- i^^/kt-^H-:*. 2.2-v^/krptVH-:*. 3. 
5-^*7 f-Zl^i^k*-:*. l,b- : JX1~)V+<*is}V+*. 
4, 5- i'7^l^*i'/k*:*&fc*£5*--J-. 

[0031] rci~8 7/k*7kT j "SHU _hIB 
rci~87;k*;k * { *;^-;l^fc«S^L^S5rS 
BfcU mitt, T-ti-tU. 7*otT3rx;K 7>»J/k X 

njyk ^-tfV'Ok ^?*?7>0k :t?*7>0k 

10 2-7?7KrP>V>r/k 2-*1r)V-X? JA)V. 2-7?Vl/ 
^y?J4V,2-* 4 'k 3-7 ^7*^ 7 

4/k 3-yf-;l^y^7-fyk 3-7^7kMrtr7>r;k 
2,1- : J thwart J -i ;k 2.2-^^7*^7^/^ 

2.3- ^^7*^7^^. 3.3-^^7"^ 7 >f/K 2, 

2- >*-> , f-;P'<.y^7'f^, 2.3-^^-;i^.y^7^;K 

2. 4- >*y f-;l^.y ^ 7 /K 3,4->*y *f-A*<V9J A }V 

[003 2] rc i~8 r^^rv^rs 7 j mi. 
am r c i~8T;^;wr^j a*TS7gfc|g£L3t 

20 aSrSflcL. ^ttf. 7-fe^T$7, ToW^T 
57. 7'^7-<;l'r57. ^y^7^^TS7. 
74^75 7. ^T^7>f^T5 7. Jj"7^7>f^r5 
7 S 2-y^royv-f;PT57. 2-7^7*;? 7 4 ;u 
T57. 2-7^;l^y^7-f 'JT57 S 2-7 
7>f;UT$7. 3-7^7*^ 7-f^TS 7. 3-7.^-;l^ 
>^7>f;kT57, 3-7-?7l^*-9-7>f;P7$y. 2.2- 
>*7. f-;P7*o>''C7 >f )VT 5 7 . 2. 2-^*7 S4)V 
T57. 2.3-^*7 &)Vf9JA)VT^ 7, 3,3->"7f-^ 
y^7-f;PT57, 2.2-> ? 7^-;^y^7'fyPT57. 

30 2. 3-i^'7 ^ 7 A )VT S 7 , 2. 4->*7 -f ^ 

7>f;PT5 7. 3,4-v*7^l^<.y^7>f;l^T$7^t*iS: 

m. 

[003 3] r^oyyj |±. - Sj«. 3 

[0 0 34] rc3~8^707;Mr/l'j tt. I^gc3 

~8<oi§ttteft^{bk^®i*L, ^7a7-pe^, v 
[oo35] rm.izmniit:i~~4m?)3m& : r. mm 

ZiStt^TPSj li, ^W&SvMi^f&ffijgi-CfeoT 

h7th'P75y, vbKPt^y. fh7hHne7 
y. ^-b^-y. **y#y, H^^Yn^wyy 
y. f-^f^y, f-x^y. v'tKpf-#7*y. fb5 

tKof*7iX ^'tHP^tr^y. rb^hKP 
^J-e^y. f-xv^y. f-^y. ^-^^tHp^yy 
^7xy. TiSViSy. 7*£+i?y. y'tHPtP- 

;k tpyyy. fh7t HPtruvy, tr^y^y. 
50 r-bVN'y, rr^y. *7^t h*p^yf--;K 
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y. +T/VSty* 4§r/»&y % 
*y-/k KOJi-*-tV-/k 2.3-^bKn-f 

TV-;k 4,5-i/t Kof-TV— /K 2,3-> ? b Ko>f 5 

trusty, b^s^y. i,a-**ifs**->\ 1.3-** 

Visi-y. *A»*y>\ 5.6-5*: Ko(1.3):fr<W 
y. 5.6-5>bl e O(1.3)*TS»\ l,4,5,6-fh7tK 
nb'J S^y&ifSrS-T. 

[00 36] ro~2f#«HIHSFF, 0~2f»0fM 
?fc. l~4ffl<7)^lS^-&tf3~8P<0*iSet,L 

-?Tt>J:<. 7y'Jy>. 74?*5^\ yhKatn- 
;k tD'Jy>. xh^bHoeU^'y. b^y^'y. 
T-fcf^y. ry*y. :*?*tFn>fyi<-/k T#b 

Fn*yyy. -f*tFD>f y*yyy. srw/us* 
y. f-ryy^y. ^rsryy^y. 2,3-^'hFu^ 

4.5-S^bHn**^/— 2,3-xbFnf- 

ry-;K 4 ( 5-^*b nof-ry-zk 2,3-^b ko4 5 

7Y->k 4,5-^'b Ku4 *yy-;K ^*1Tb Fob 

•J5^*y. b^^'y. i,2-**if^y. 1,3-**"* 

v^-y, tM'Jy, yhh'uWy^. fh5tH 
nbUSvy^t'Sr^-f. 

[0037] rsnitSimfcl~4ffl<0^S? . ISR 

Z^tt^f-oTU-^j KyYyyy^ A 

v<y*/yyy^ ^y/V^U-y. f*7xx <y 

y [b] f*7s^ ^/[c]f*7xy, bo- 

ik 4 y y'-r y F-;k *y y y. 4 y */ 
yy. -f syy-;K k?/-*. >fy^y-;k <y 
y-fsry-*. ^yyyy. wjv. *y*-*y 
y. **-9-y-/k y**-*y->k ^yy**if^ 
y. f-ry->k 4 v+t/-* x <yy**if?->r 
y. 7^y-/K h'jry-;K **ift« 
-r. 

[0 0 38] r C3-8y?D7/W-Cl~87^ 
*/i-j Ji. I5E rc3-8y?am;H 15E 
rci~87VMf/Wj fcgf^LfcSSrSifcU fl*.^ 

rob/lorobyK ^^orob;pyf-^. y?o7o 
b;k*?.yf-;k y^oTo^lA^y^^ l/9xi71-)V 
y^n7f;Hf^. i^nyf-/P70b./k 

^^oyf-^yf-/i/ s ^n^y-TVM-TVK s^o** 

;py?-/k S^nA^j/jkXtf-Jk ^^oA.4fv-;Pxf- 
;k S'?o'v*x;l'Tub;k i/W^Wl+fo^ 

*. 
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[0039] mxr)vmk j t fcL ^tfyitfcxx 

mfcmf&-f&mx'h^Ti>£<.mi.ti. p**. Me 

d., 5. 2157-2161 (1985) izM!MZtLhmX-f>Z>. 
[ 0 0 4 0 ] Htt*im&*lST 5 y8§^f*Xtt-e 

xyyy«4ffl^jt:t>v^T. -a^ir^ni.^ 

10 [0041] Hi. 0^2^-rtl<r>mLi>mL^i)K 
J:0tFiU^>tt, 0XttlT£>9. &t>#*U*0 
»i. 0-Cfc*. 

[0042] m«. O^VvWiasa&JMtU^ 

l-cfts. 

[0043] Aii. -0(0)-. -S(0) 2 -. &£<7> 
vvtfh*»Sfc|F4 Uv&*. «kD#£L<»i. -C(O)- 
tL«ilg^T'i>0. $^>tc»^L<«-0(O)-r* 

20 [0044] B{±. ^^y*. 4$/«Wv?*lO]g 
7fc#*U^ J:0ff*L<«. ^f5y«T'S)&. 
[ 0 0 4 5 ] R> b LX&t LV>0«. C 1 ~8 
T^*;U«. 7x-;PS. K^yM, -CH2-COW. 
-CH2-0-0D-0-(C 1-87/W), -CH2-O-CO 
-0-(>-^a^>-;U) x -CH 2 -0-C0-(C 1-8T/1/ 

*;W. -CH2 -o-m- (v-^D^^i/) . -ch (Ob) 

-0-QD-(Cl~8T^*;W. -CH (Ob)-O-CO- 
(^^u^^)r*0. <kOff*L<»i. Cl 
~8T;MM^ ^y^i^TfcO. 5^ 

30 fc»tt<«. ^f-^, xf-;^. 1-^f-^x 
l.l-y-Xf-H'X^**, 7ot;H, 2-^f-;l' 
7nt;i^, y^l^. 7x-;H s ^y^;l^-CJ> 

[0046] R 2 J±. C 1 ~~6mmT)V*)Vmr> 

[0047] R 3 li. JJ1TC0 (1)-(10)*^^? 
SilSSW t U\ ( 1 ) l~5fflt0R 9 T^$iX 
tMTtJ:^C3~8y?D7^1^. (2) 1-5 

40 m<7)Rsvwmztix^xi>x^yx-)^ (3) 1 

~5fflcOR9T-gm?fLTV^TtJ:V^7^1^. 
(4) l~~5WDR'X-W8ii*tl.X^Xi>£<. 
SKtut 1 ~4fflcog^H^ „ WmmT i> I < tetiMWi 
^2r#tf5~81cO#Sttt, L<J±Z^tt^xoT'J- 

(5)ieiV. (6)^V. (7)-NR5R6, 
(8) -CH 2 NHC(0)R7. (9)^VIIK (1 
0) l~5ffl£0R9X-^$ixTV^T*>J:V^IX„ 
[0048] ±IB (1 ) (Cte^T. C3~8y?D7^ 
*>V&t LT»^ U^J. ^^o^y^S. 
50 ^*>-;t«. ^^n^r^;i^Tfe*. i<r>mk 
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SR 9 t LXWt U Wtt. t\oY>. h 'J 7/M-oy L< . E i: l/C#* U*0{±. gSRE^T* 0 . 

^ps, c i~8T^#;k -or«. yrya. -h xwy**; LT#a uwu. myy % y^- 

CJ». =0. -SO2R". -S0 2 NR«R^ -C y. h*yg. h U 7/M-oy 

(O) R". -C (O) OR", -C (O) NR e R f , - nyh*y». yTVS. Ti^S. -hog 

NR'R', -NR«C (O) R". -NR'SOjR 11 , 7 Tbh. 

i-7*)vm, o&irn, ■*7+A'*+a& i o o 5 3 ] ±e ( 1 ) tfcwc , R 5 atXR« t lt# 

m. ci-sr^pa. hy 7**0**71^ <y wmmc<n&%<t t-aoE&a-cs&sfvo^ 

zsjumx-k*). R". R«&tfR f i:LT#£U*7>«. C\—8T)V*)Vm. C3~8y?aT/Mr/hS. 1~ 
*fg, ci~8T;Mf/i/a. C3~8y?oT;h*;h 10 5ffl«OR 9 TB^$*tTv>Tt>J:<. aitSfftut l 

■ryf-Jim. KViStV^ 7iW ~4ffl<0gf?|]SH% S!SIg7tL<tel81t]I?££tJ3 

Iry^V^iVmxhk. ~~ 8 IcomStt 1 1 < lilS^fnfi, l~5ffl<0 

[0049] _t£ (2) , (3) *C*JWC, a&SR 9 R'Tl£l3*L'Ovct > J:ii7x:=Jl<£. l~5ffl<0R 9 

i: LTJff* U*5tt. ADyy. HJ7;M-oy^h TilllShTkvCbJ:tv<ys;A* % l~5ffltf>R 9 T' 

a. ci~8T^#;k -or«, yrya. -ho M&$h^vttJ:^7x*^l'g't* t K z\h.t><^ 

-C (O) R". -C (O) OR". -C (O) NR £\ C l~8T/l/^*t LTff t U*0Ji» y^- 

«R' S — NR e R f x — NR e C (O) R" x -NR e S02 x^/t-S. Tot^t*. 7>/ha, ^y^hS. 1- 

R d . 7!-^ i-y^ji^. -r-y^u **-aoc?-*& x-^t^TaMMt. 2-y^7-nt: 

y *)vmxb o . £*i*><o*§£\ r c t lxi&£ tvm. 2-y ^r^-tvm. 3-y +>v7*)v&x-b *) . g 

*fg. C 1 ~~QT)V*)Vm. V 'J 7 A^tnjtf-A' 20 ^SC<Offi^fc LTJJ* UWU. ao?->, y h 

OiSjmTbO. R". R«&l/R f tLT«FiLt ih^yi. hU7/M-oy^«. HJ7/P 

V*9»2. Cl-8m;«. C3-8^n7 ^h^fxS, C3~8y?DW 

/Mf^S. 7x-/P*. -f-y^vm. 7i /PfcLTffiLv^tt. yya^yf-rt-a. 

-)-y^-)v^)v&xbh. i/>vmx-hh. mtuzmatuzi^mcow.m®?. m 

[0050] IS. (4) fcfcWC. Sfc&fcmfftfcl- *S^tL<«^gilI^^tf3~8MW^ttt,L< 

4 fflcDSKS^ . iSgM^k L < iiSOT? ££tf 5~ (iZ^tt^f-o^Sfc LTff * bTo 'J y'y. 

iLV^COtt. 77X f-3T7x>. K> Ji. C1-8W^ -S02R". -S0 2 NR«=R 

Vf-Ji-7xy. to-;K t'jy'y, *y f . -c (o) r«. -c (o) or", -c (o) nr« 

4V*SV>. -f5^V-;K -fV 30 R^J) 1 ). R". R e &l^R f t bXMt U^±. * 

rv-;K o-V-f S^V-yk ^yy 'jy. c i~87/mm^ 7i^;H, ^«sfcoi 

y. ^y^iryy, ^y^^v-^K ~3ffl<7)B«STm§*ut7xx;^ 

i-t*/->k Av&TV-frX'hh. ttz. zow&m wkwgvffyi^mmmrz-wmixrzi-y^v 

R 9 fc LT»t Lv^Ji. ^nyy , h »J 7;^oy ^- ^y^;V«, a^SSfFco i ~3«<?>ffi^-C«ft 

ci~87;i/*;k -or c s yrya. -ha $n^<yy*;^ i-yi-i^i-t^ B^SSfFcoi 

-C (O) R". -C (O) OR". -C (O) NR ~3ffl<oa^Tffie$tut^-7f-;M^;h«TfcO. 

«R f . — NR e R f % — NR e C (O) R". -NR e S0 2 B^SfF t LXlfrt U^i. 7^1, H*. 

R". 7x^;h«. -h7^;ha. <y^';u«. ~ry+fr x*)vm. i,i-i/^f-;wx^pa. yh^fv 

y^ua-CfcO . CitL<5><0^. R c t L-C#£ tv^o a. h »j 7;M-ny ^;hS, h U 7;h^ny h* yi. 

{±. Cl~8T;h^r;ha. MJ7;M-oy^-;h 40 ^T7a. T5y*. -huST'fcS. ^.y^ 

^y^l^T* On R"x R e &tf R f fc LTif * L ;Paat/7 x*f-;Pa<9M&»R 9 1 LXnt LV^ 

v^«. C l^8TA*A4t* C3~8y?n7 7 v3t. Jg^. ^ h'J7;^oy^-;^ yf- 

;^h«. 7i^ ^-7^h». <y^;h». 7x ;h». *s?». y h^^a. ^rya. -homxh 

[0051] JtS (5) fcfcWC. ieiVtfcOXi&t^Yi [0054] ±IB(8) tfeV^T. R 7 tLTjff*LV^ 

fc LT#* Lv^H. vxoyy. x+ivm^ * V <7)«. C l~8T;Mf;PS. 7I-A4, ffiftSSPDco 

^y*. Ml7;h3fo^^-;^. HJ7/M-nyhdfy 1-3 m<r>W8&XW& ^fdzy^ v ^-7^u 

a. *Ka. yrya. r^/m. -vumx-hh. wmMv<ni-3®<7>wmrzw$&ixtz-ryi- 

[ 0 0 5 2 ] ±JB ( 6 ) fciSWt . 3iy^ n fc LTff )^ <yy'/US. g^gfD^) l~3fflc7)B«iaTM 

iu««. ojuiix-fto. P(io~2v^co^sc so 8i§ti>t<yy;ia. ^-7f-^yf-^s. ajesgfD<o 
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i ^3®<nwmmxmmzixizi-y^>v*+)\&x'h 

mm. mm. **)v&. *+>m. 
*.*)vm. xv^^m. h >; hj7 

[ 0 0 5 5 ] JbE ( 9 ) lZ&\*X. sSVIIKK s&tft 
\i. 0~2Vvf*u7)ffi&i>fflfcL<. R u fc LTfiFi L 
^OfcL *flt, Cl~8TJWMk -C(0)R d . -C 
(0)NR e R f . -SO 2 R d t*>0. J:9«U^)tt, 
-C(0)R d , — C(0)NR e R f s -S0 2 R d T*S. 
if5J©^. R d fcLT#2Uw0li. 7x-^S, SJ® 
SPFcoi~3ffl«oHS!S-C^$iut7x^;l^. ^~ 

7^a. g&aeaf f ®com&%xw&z tut 
-ry^um. Ky^vm. sayssF«>i~3*osift 
mxw&ztttziyis/im. 7x*t^, b&£S¥f 

ff)l~~3®commmx-mm$tvtiyx*1-Jl>&. xrv 

a** s«iaapF<7)i~3fflwa«i«TM«i$nfcx^ 

'J;PS. -f7*-/kx?7i<a, fi&SgfFcoi~3ffl?)H 

t lt» £ u«oii. 71-/^ mm 

7f-/PS, S&£U F £7) 1 - 3 fflcOBMSTB^^ tut 
^7f-A-*. "Cys^WE. StaS8fF<7)l~3jl<7)S8 
S-es&Sfifc^yi'tt*. 7x*^-«. SH£S¥F 
<oi~3ffl<7 ) ^a'ese$iut7x^;^ x+v 
>vm. w&mFcr)i^3®<7)W8MTwe&hfzxi- 

mkX^Ztiiz1-y+)V*+)VmX'b*) . ffi^SfF 

t Lrffi u^xi. mm. mm. ^jvm. 
\,\-vxi-)V^)V&, xh*ti>-m. h*jy 

[00 5 6] ±m do) Kfctvt, six*, u&tfv 
a. zti?tim.txoxteitfmL\\ tt:. mm 

SR 9 fc LX&£ U*D«. C 1 -O 
R c . i^TJ^k. =0, -C(0)R', -C(0)NR 
e R f . — NR« R f x -NR«C (O) R d , -NR'SOj 
R«. 7i-yH> -f-7^*. -f7^/P 
«VI"C**. -Itf>*§^ R d . R e &tm*fc 
LW>fcL *S. Cl~877Mf;l^ 7i- 

BeasfF<^i~3ffl<oas^Ta«$^:7x 
sm^tifzi-y^t^ <> : J>im. s^asfFcoi- 

SMSSf F C7) 1 - 3 ffltf>gg|g?fflll3*lfc-t- 7 ^- 
/Mf^itiO, M&^FfcLT#:£U*^±. 7 
•vm. £S. m*. x?-/pg. \,\-=J^)V 

xf-^a. ^h^vS. HJ 7/fc*n*f-/l'S, MJ7 

;i/>rD^ y^m. isTsm. rsyg. 
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oST&S. *VI«K R«fcL-C#£U*9li. 
p^H*. x*-a4E, rotfyug. 2-^f-^7*o 

[0057] R*it. UlTW (1)~ (9) *^S«$ 
*l£3S*<0*U\ (1) l~5ffi|<0R 9 T-Mm$<lT 
^Tt><fcV%C3~8v^D7^;^ (2) l~5ffl 
<OR»0TS^$ixTV^Tt,«J:<, 0-2fflOSSgJS ; F. 
0~2ffltf>B8SfJK?fc . l~4ffl<7)g3llS( : f££tf3~ 
8«0«^ttS>SV^±Z^tt^TO^a (fcfc'U 
10 aJgWHSAfc L&W . (3) l~5ffltf)R 
9 XSm^tlX^Xi>X^y x-)l& x (4) l~5ffl 
<0R 9 TSe$nT^Tt><kv^7f-;l'a. (5) 1~ 

5®<7)R a Tmm^tix^xi>x<. muzmmtii'- 

8m<r>Mm&h&WiZM&^ c rr3TV-il&. (6) 
C 3~8i^^or^;l-C l-87^*/H, ( 7 ) 
1 ~5fflc0R 9 T-S^?itT v t J: v yyUS. 
(8) l~5ffl<DR 9 t^3*lTVvCi«kl,v7x*^ 
(9)5«III. 

20 [0058]±fE(l)fc:fcVvc. C3~8x?D7^ 
^W«fc LT»* Lv>c7)(i. ^^DToe;Pa. S^^d 
7f7t*. S^^o'O'^l^, v^nA.^^pSf* 
4. SJftSR 9 bLxmUWt. C1-8T 
-OR= t -C(0)R<i x -C(0)NR«Rf > 
— NR e R f x -NR«C (O) R«, — NR e S02R d v 

7i-;H. y~y+)i>m. <yy;H> -t7^;^^;k 

X+fUg. h'J7;^o^f-;l^-C&"9. R d . R'&tf 
R f tLT»*LV^{±. Cl~8T;^;kS. 
30 7x-;l/g. KgSSfF<oi~3ffl<oa^ST*Sft$*i 

fc7i^S. ^-7^P». M^aSfF<01~3li^S 

trnx-mmztifzi-yj-nm. ^>=Jtvm. mmup 
co i ^3mwmm&x'W&ztifz y <->i'iU£. 1-y+iv 
mMmmFcDi^mcowmmTmmztuz 
•fy+)v*&)vmx-b *) . wmm t txm u**> 
y ?m. mm. mm. twm. ^)vm. 

HJ7;M-o*h*va. ^i^. vT7«, T57 
40 [0 05 9]±ie(2)tcfcv^T. JfcitcStfiiX:0~ 

2ffl<oi?ss^ *> l < umm? k . i ~4 ffl<og#s 

^2r^tf3~8*0*Stt*>l.v^iZ^tt^rotmk 

n*4Mr/-/k 4.5-^'h Fo*W/-*, 2.3-vt 
Kof-7V— 4.5-^'t Haf-Ty-;l^. 2,3-^'t K 
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Fobys^y. viyisy. httttsfi-y, 1,3- 

9tFni;y55/yc*9, 2$>lzm L<li. i/'hV 
otrp-;k bny^'y. ■fh^fcKatr'jv'y. 
y s/y , *w 'J v'y . f-7V'J s»\ -f s yy y i^' 

V. 2.3-yh Hnst^flh/-*. 4,5-yb HD^iJ-V 
-/k 2.3-vb Kn*7»/— Jk Kof-TV- 
;k 2,3-^'h KnM 5yy-/k 4.5-^'b Ku-f 
-/k ^ttKnt'JSy'X b^^yT**. t 
fc. ffl^R'Ofc LT»^LV^Ji. C l~8T;Mr^ 
=0 % -C(0)R d . -C(0)NR e R'. 7x-;P 

•7*iV*+)V£Vbh. Z<Oi§&. R d > R'WWt 
l/tfF*U*)tt. C l~8m^ 7i- 
;ta. B&aP F (0 1 - 3 ffl<7)g&2T*fi$ S flfc 7 x 

y77^a. s&as?F<7)i~3ffl<oHitaT 
s&$ft£y77Via. s&affFoi- 

a. s»aafFoi~3ffl<^s^-caift$n^-f7^ 



wo^b^yi, *&a. ^rya. rsya. 

[0060]±E(3K (4). (7)&tf(8)fc 
iJWt. »8aR 9 fcLTiJ£Uv7)J±. 77$, £ 
fg. M.J7*3jwt**S. -O 

r<\ s^r/a. x^a-rfc 1 ). £*i&*>»a, R°t 
iv&xbh. 

[ 0 0 6 1 ] _tH ( 5 ) fcfcWt , mL£M\ftltll~~A 

fKMHtt l< »iz^tt^ror v-t^mt txm 
uv>ii. 75v. Kyyy^y. f*7x>\ <vy 
[b] W7xy. bn-/k -f VK— A\ */'J^ 

-fy*yy>\ -<$yy-;k b?y-;k >fyyy- 
/k <yy4$yy-;k yv/'Jx ^/yy. * 
y*yy>. **yy-/k -fy****/— /k f-ry 

-/k 4V*7y-Jk hyry-/K rh^y-^T 
£0. $ Steffi Lv^ii. 77 f-*7xy. bo 
4$yy-/k b?y-/k **yy-/k -rv 
3j-^y-;k ^-ry-;k -fv f-ry-^k bury 
-;k Th5y-*t»*. s8taR 9 fci/c# 

a. yfvia. -or«. i-Tva. ^nax-ifco. 

^ hy7/M-n*7^aT$>6. 
[0062] ±S (6) fcfcV^T. C3~8^oT;W 
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yob;M^ua. ^7nyf-;M^-rt<a. v-^o^y 

;pxf-;ua. ^^oy^-;Ux^S N S^o-^yf-rtoc 
<f->V&. i/?n^^if;H, y7o7oe;l/7o 
b;ia. y^oyf-^yob;^. y^a^ywo 
b;ta. ^^o^y;P7-nb^aTJ>S. 
[ 0 0 6 3 ] UB ( 9 ) fcfcWt . R8 1 LXftt LV^ 
OJi. ^h^fyl. xh^f^a. ro^>-a. 
io 2->><^7-d^^s. zfh^>m. ^^rs7S. 

xf-yl^T 5 T-o b^T 5 7 5 7S. 

^yf-^rs7S. ^f-^rsys, ^f-^x^wr 

$ 7S. yxf-^T 5 7S. ^ ^7-n b;PT 5 7g$r 
[0064] -8fc*I'T^$ill.y5 7^^«c 

[006 5] Hi. 0~2Vv^tf>ig&t,#£U^ 
iOtfitv^i. OX«lTi>0. StffiLvvo 
20 li. 0-CJ)!.. 

[0066] mtt. 0~2^-mi^g:t ) »*Lv^ 

(i. 1TJ)S. 

[0 06 7] AJ±. -C(O)-. %&cr)^-ftli>15£ L 

[0068] Bktr. y^-uvs. $7gowm 

[0069] R 1 1 LXtti LV^Ji. C 1 ~8 
30 TfV*)V&. 7i-;K Ky&im. -Ofe-COOH. -C 
H 2 -0-C0-0-(C 1~8T^/U). -Ofe-O-CO-0 
-(x^n^>-;l/). -CH2-0-C0-(C1~8T^ 
/P) . -012 -0- CD- ( O'vdf , -CH(CH3)-0 
-CD-(C 1~8T;^;P). -CH(Ob)-0-00-(i/^ 
n^^)Tft9, J: l 5iaF*L<a. Cl~8 

U-S^f^xf-zPS. 7-ab/l^. 2-^^-;l'7-n 
40 [007 0] R 2 hL-T. Cl~6iIMr^^ 

bh. 

[0071] RHt. m<?) ( 1 ) ~ ( 9 ) trhWRS 
(1) l~5ffl<0R 9 -Cl&3:ftXVvtt>J:.V>C3~8 

v^py^ia. (2) i-si^r 9 ^^^^ 

^Tt>i^7xx;ua. (3) l-S^WCS^ 
ilTV^TtiV^^PS. (4) l~5fflCDR 9 -CS 
mtLX^X t>i<. fettStf fut 1 ~4 fflcO^JS 
50 i^S^Ft L< l±KHS^5r^5~8«cO#^tt 



10 



20 
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t>i<iirm&^TOTV-jim. (5) si v. (6) 

5$V. <7)-NR*R<\ (8) -CH 2 NHC(0) 
R\ <9)5£VIII. (10) l~5(Itf)R 9 -Cl&:£ 

[0072]±M(l)fc:fcVvC. C3-8y?D7;l' 
tmt LvvOJi. y;o^f;li, v?o 

«R 9 1 LXiti twit. Aoyy, h y y/i^ajt 
*)V&. -OR«. isT/m. -V 

Oi, =0. -SOiRi, -S0 2 NR«R*. -C 
(O) R". -C (O) OR', -C (O) NR e R f , - 
NR e R f , -NR'C (O) R". -NR'SOjR^ 7 

x-/i*. -rytivm. of/vm. -ry^/v^vm 

Xf>*). ZtihcDifrS. R'bLxntUWi. * 
Cl-ST/l^A*. hV7A<*X3*+fi&* <y 

HlV&X-ti*), R". R e &tfR f i:LT#£U*0»i. 

*fg. Cl~8T/Mf/l*. C3~8y?D7H/l' 
7x-/Pg. -t 7^-/1*. ^y^'/i*. 

[0073] ±£ (2) . ( 3 ) (cisivc. fflSR 9 
fc lyt# * ;\oir'y. h y 7/W:*oy^- 

m. ci~87;Kyk -or«. ^tvs. -ha 

S. -C (O) R". -C (O) OR". -C (O) NR 
<=R*. — NR e R f . -NR'C (O) R". -NR°S0 2 

r". 7x-)i&. ^y^-ivm. o&vm. -ty^v 
t+iv&xh*). ztit><7>m&. R c t i/cff*u*5 
it. 7m. ci~8T/Mf/t*. v*)y)V*u*i-)V 
£. ^s&V&Xb*). R". R'&tfRffcLTfftL 
V*Dli. 7m. 0 1—87*^-371*. C3~8v?OT 

;p*/i*. 7i-/i«, K>i?)V&. 7x 

-f7f-/M S. 
[0074J ±j£ (4) fciivvc. JshitStfiut 1~ 
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XX 



Xglfct SXVIIIgjtXgc0ste P 2tH«^SISrC§ 
h. Xg2fcL ^XVIIIgjtlS^step3t^CHSS 
XS3«. SXVIIISBiiec0step4i:H«K: 

[0 248] &T$kZtlhlb&m<7)o*>. 1=0. b=1. n 
=1. A# -C(0K B# -NH-. R*. R*#l:fc(C*#C 
g^ftSliSXXIXIi. 

[ft4 7] 



V 



.COOH 



NH 



XXIX 

(^+. R 4 UL mE^^fciaifCftO. R 3 " 2 *i. R 3 

St^LT^M^-CJg^-LTV^Cyi. Cy'-Cl 
~8T;^;P«. -(CH 2 )jNR 5 R 6 ( j»il~4C9& 
S5r*-r)X«(CH 2 )kNHC(0)R7 (ktel~4<D 

[0249] 5SXXX 
[£4 8] 



V 



,COOMe 



NH 



XXX 

BocNH. ^COOMo 



* <#K R 3 " 2 , R»tt. fiE^lfcRt. ) £Jo*#»-r 
[0250] 3xxx& ^xvt „ ^xxxi*»^jear* 

[£4 9] 

HjN^^COOMe 

i 



20 



30 



R 3 " 2 fcL Mffi^tPt. ) sSxvtsSxxxifctf) 

[025 1] 5$XXX«. SXXXII 
[£5 0] 



z 2 
XXX11 



mtmx'hh. ) t. ^vni^tsitT'^s^ sx. 

vint^xxxiifccoraSi. ^xvt^xvi^siBtRai^ 

surras. 

[0252] ^XXXHi. TEfc^-rxgfcJ: oTSjt^ 
[fc51] 



BocNH. .COCMto 



XX 



NH 

xxxm 



step 2 



i 
5 



XXXI 



R 3 - 2 J±M£^atPlt) XSlli. sSXXfcaSX A* 5 -S(0)j-. Brf -NIK R». R 2 #fci>£*ST' 

XXIl£ffll,vt v ^XVt^XVI<0KJei:BK^SrC'# HSfi.&:*XXXIVJ;L 

6. IS2J1. ^XVlSjtIg«0step2hH«t|ISrC [£52] 

[0 2 53]5$IT'fi$iU>££Ujc7)d*>. 1=0. b=1, n*50 



(167) 



33 1 



NH 



XXXIV 
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,COOH 



02 



'NH 



R* 



xxxvn 



[02543 iSXXXV 

[ft533 



H 

R\«. yM 



X 



COOMe 



(^<f. r 3 - 2 . mi., mesmtmi. ) 
io [02 57] sexxxvm 
[ft5 6i 

. H 
R*\ ^COOMe 



'NH 



R 3 " 1 



XXXV 

[02 5 53 5$XXXVfcL 5$XVIfc5$XXXVI 

[•(1:54] 

°* 

XXXVI 



sjuarvvp. a^. (rc~MiasjgwiarT r T'isHa~24 

1 : 1~2 : lgJTCJ) 0 . t^3«T S XOWAammiZ 
KJgSft&V^ 5$XXXVIfc*fLTiI?it 1^M~4S» 

[02 56] W&tZtlHt&Hmtt* 1=0. m=U n 
=U A#-S(0h-, BjP-MK R l , R 2 #fc*>tC*STfl 

SftSsSxxxviHi. 
HH5 5 3 



20 



30 



40 



NH 



xxxvm 

(5Stt>, R 3 " 2 . R«tt % mfESgiifcHt. ) ZMtim 

IVORBkWIMcWI-C**. 
[0 2 58 3 S&XXVIIItt* j^XXXIt^XXXVIA^SSiST' 

#£>. &mt3£mvw%.!&i. ^xvifc^xxxvicos 

[0 259 3 ^IT*^$ni»^^B!lOd*). 1=0. w»U n 

$ft.S5»iXXXIX{i. 
[fc573 

II 

rV ^n^ ^.cooh 



o 

o' 

XXXIX 



ran 



(ss*. Rs-iWRmm&fmkmt) 

[02603 sea 
Ht58l 

H 

,COOMe 



_a H 



"NH 



XL 

(^+. R 3 - l &tfR 8 «ltr^at^t) £jtt*##^ 

50 [02611 ^XUi. ^XVI t „ SXLI 



333 



Ht5 9] 



R 8 . 



-rr 




o o 

XLl 
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[0266] sU X'$kZtl&{t&fa<?)0*>. 1=0. m=U 
n=l. A*<-C(0)-. B#-NH-. RK R^^cSRK^TftS 
ftSiSXIIHi. sSXLIV 

Ht6 2] 



(5W>. R 8 JimfE5eafcPl;) Sr. x*y-/k 5>* 
fc^Sifcfci^TSStT'^*. 5$XVU:5$XLI<D£J& 

0 fif a ^ t h . 3 ar 5 ywfismmmzmfe* 

a&. 1:1-1: lOgJgT&S. 
[02 6 2] i£\-Cm2tl&{k&toc?>0*>. 1=0. bf=1. n 
-1, A#-C(0K B***S£. R>, R*#i;tfc*a?C« 
$*lS:*XLIH±. 

liteo} 



H 



COOH 



XL1I 



ran 

A 



R 3 * 



[0263] iCXLIII 
[fc6 1] 

J*^ .COOMe 



NH 



XLin 

(a*. R 3 - 2 a^R 8 {iwrf5SSfc^t) ztofcftm 

[0 2 64] 5$XLIIHi. &Ut#XLlfrt>WmX-£h. 
[ 0 2 6 5 ] 5S I •C^Sitl.ft.-^jli. Bffl£j£lcJ: o 

5. xry y h&y-^mx-it. irori a<ov>f 7 



10 



20 



30 



40 



,COOH 



,15 



XLIV 

(jS4>. R 31 . RMiBuiB^kHtT&O. R 15 J±. 
ZZttfiX-Zh. aSXLIV^^OajUi. tftttf. IS 

~2 o%h y 7;^Dgfe-is-ftxf-u>i§?8rr*)S. 

Rj£iS£Ji#fc:ffi£3ft$:^#. a&. 0-10 0-CT' 

s>9. 0*L<{±io~3o , ct'*s. t?t. m&m 
mmfezt&wK as. 0. i~24i^-cj> 

D.#£L<tt0. l~2^rSTi)&. 
[0267] 5£XLM±. ^XVlIks^XLV 
[fc6 3] 



V 



.COOFT 



bar 



50 



XLV 

(5Stt>. R 4 , R 15 li. S51£5£8i:Ht) Srv*^* 

y&i^3 ar $ y nttTx-Rmzith zttx^x 

JlfcVvP, a#. 1 : 1~50 : lggT'&D. «F2L 
<»i2 : 1~2 0 : 1 3ft7$y<oasflll»i. 
8£IB5£;£*vS:^#. iiS. OTIIt^L-Cia*- 

5o%smmx'S>*). #£L<i4. i^tt~2osft-c 

~5oxx'&i>. gasnaga. %.f6mmiz&ixm. 
m&.zti&tf. as. o. ii$ig~2i$igggT'&&. 

[0268]^XLVIi. i^XLVIt. 
[fc64] 



( 
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(5S«K R 4 . R 15 fi. ®fd£&tmi) ^d^Ip 
-^f-;l^E7P*U y^if«03«T5 y#^TT'RlK$-* 

#>\ a&, sxlvhc^lt 1 14-5 o samsTfc 
0,ffiu<«. isft-2 0i»-e;fc&. 3»T$y 
<0^flnM«. ^(clilS^^vW. a#. ^ondfiSlp 

SS!RS*U>#. a&. 0. H$H-2BHa-CJ>£. 
[0269] sSXLVHi, 5$XLVII 

Ht6 5] 




xlvh 



2 0%h H^^y^WBDfcSiB^-frSi fcfci-5TSi& 
Rit3agJ±#tclS£$ii=5rV^. ji^. or- 

s^fisa^ as. o. i~2i$is-ej>&. 

[0270] iCXLVIHi. iexVfc^XLVIIId^SSjS'C^ 
[fc6 6] 
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HjN. XCOR 15 




XLvm 

10 

?ooSXtt:/n*gc7>J®3\ SXLViHiiOfVt^XLVii 
pn^^y^f<7)^>ti x HJxf-;PT$v. >M7:r 
l&*-frl>c:fcfcJ:-?Tgjg-C§S. sSxvfcaxLViiioR 

it»VtiCXLVIIIi:0^1t*<i#fcK 
20 JgSft&V^ a^. 1:1-50: lfare*>9. » 
j*L<ttl : 1-20 : lZ'hZ. TSycomfiOSim 
fcilSSS^v^. ^xvtcjffca^. lii*-43Sg 

[027 1] ^HZti^X. Zi&TfflmcomS. 7-h 

>&if<0J8&*. HJxf-^TSy. ^Mvrntr^x 
f-;l-T$>\ N-^7l^;P*yy&fcV>3«T$y#£ 
T. 3ft« y'y^O^-/W;^MSH (DCC) . 

30 v+tVT 5 y ) *x*^«7i»^-9-7;^n y v-fc^ 
(PyBOP) . ^/h"J7y-;kW;WyMJX 

( f-zi^T 5 J ) tfxtf^A'vJf^^n y Mb 

Vm (BOP) . ^x^W^'J^ry'H (DPPA) . 1 

-xf-;p-3- [3- (s>***rsy) T-obH 

4 5 h (wso ^t'(m^mm\^tih. zti^m^ 

lS4~3S»gST'*S. 4fc. 1-t Fa^'OVh 
'JTV-;l/ (hobt) momaMZtial&ztff. WX&> 

40 tttt£R£3*l&lVftS. aft. 1:1-50: lggT 
J9F4L<fcil : 1~20 : 1T'J>&. 5$XVfc5$XL 
viiifc<9KJ&i#fcK£$*i. : Srvv^ aft. (TC-5 0 

[0272] seXLVIIHi. *J*+MM,hT 5 K*Bft 
^l^&fc'<»t4>. 5SXLIX 
[ft6 7] 



( 
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XLIX 



as. o.ii$s~ioi^^s-cs>s. 

[0273] sSxuxtt. yy^u^*y^i:)l^Hffl-& 

f&v&mtizGii&t. Turnout 



[fl:68] 




sKi-M 5 Ft 5** 7W 5 y t 'J yy<7)«*£i>-»2\ v 
[0274] ffE^Sat^J: oT#4>*i£RJS£fi£8j 

[ o 2 7 5 ] m. «aj. ml 
^ ^>a. i»£h b h. #i;n7h/77-f-^\ as 

[0276] zmmmz. mm&mMmttm 
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tmmtximtzx'oMffiX'Zz. hs 
hps^^irhl mm. ttms&xiitvvhr? 

z&em&ik&mimt txwtt&zt 

[0277] *mftism(vmmzgt%zti&mt. 
mzmnzti%^tf. mm. t>*-<7J»&. 
o ( mm. i-iv v&mm* u * ajs> . r 

g s yx^y-;PT5>^. r-yx?/-/i/7*$y£. 
VA vranj-VT 5 r- U x ( t Fn^f^f 

[0278] $^>t:. *mw&'tomz(r> 
[0279] *%mtisto<r>A >=r>rv yamm^m 

[0280] *Wftft.-&fo<?)A VfyVVaA {Zftth 

</o^fy77/^yh. CS-lffiJO (Gly Pro Glu 
He Leu Asp Val Pro Ser Thr) Sr^tf^T^K (Jjl 
T\ CS-1*VT*K) . MadCAM-lt£<9^jgsgi&£JllU6 
30 ZkifiX%h. ZhlZWrJmtLX. AV^Wa 
401 XiiA yf/'J >a407 mm&g.&'&k A A 

26® i: CS-1^7*f - F <7>&&mT&k (W098/32771) fctJ 

#>m&Lxj%\.^<7>wz.\.\ 

[0281] *$m<?>fcgMt. A yy-7V >a4m 

(ox. m®mmm. mz&&<r>m&m&.<r>rm 
mtLxmmxth. *x-i>. m&. * 

&i,zm^zixhTV)vz-imgBixr$m£.. zmm. 
m.. ?u~vm. mimxm&tztmziii&sm. 
w&. mwmwimmti. mmm 

m. mmjffimt'n&E&g&ug.. is 
50 mwmmjm. mm%m%k'xh&. zamt 



339 



[0282] *m\<F>\l&to £±MdJ&&nm>mt IX 

\t. zmmxmttx. xim^mmmmms. 
tint ixmswuzit txunmxmmnm mm 
m&s-. mm*, wm^®.*. 

[0283] m-cn>t:#xmmt lxm. mmwm 
m. tm. *7*>vm. mm. yo-^m m io 
m. mm. mm. mm^mf^tti. *» 
frmmzm&m<?)m;izX'>xwm2ti. wmm 
tt>v^a^fflv^tLS#ajBf*^^*-ri» i>cox& 

m. 1*Mitim:t'i)m?t>tih. ZlZ&glzfStX. B5 

mm. mnwi wm. kshsl &mm%t' 
<nm<m*m^h z t 1 x-t h . 
[0284] ffi&mt Lxnmn&\M. an. D-vy 

A. rm>f F^y#&fc'#iNf tHHcM 

/k f^xhvy. tHD^fyrob^n-x, b 

Ko^^Tah*;l/^f-;Mr;l'a-x. #y b'^/Pbo y 

h. mmittxa. mta-m. 

f-M-'J^A. L-b Fo^fi'Tot/L^/Pa-x&fc-tf 

mUi^V^uyyu^-fl-. rabuy^tia- 
;K D-vy-h-;i/, £J&#K*s>S^k x?y-,»k 
3UXra-;K YV3i? J->VT?iy. SmtYW 
A. ?xyig^y^A&fc'^W*>ix6. Silfflh 

yrt^BhM-y^A.. ^y^TSyrob^ylL v 
^y. s^<y-«f^3-^A. Sft'O^'h-^A. 
*/XrTy:x§^y*yy&iV)#ffl?SttaiL JAiM 
'Jt-zPT^-^ tfyb'x/Pbny ^f-;H: 
iVu— x. \zYu^i/^)V^)Vu—x. hKo^fyi 

tlfT^S^ JS-fb^hU^A. D-V^b'h-;k Ih-? 
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t'tfmft>ti&. zmiffltLxu. mi^y^vT 
>v3-)v%mmf(>tih. %mmtLx\t. miw 

&. y/Pb'y^Srfc'AW^iiS. ffilNlSiU; LT«. 

[0285] xixmtiz>tt.-&toxte*commtz¥f 

£->Xi>m%Z>1>\ ii^B£AlB3D0.1~1000iigi&. 

m L<«ii~3ooBg^ 1 ®xmmiz4mx&i}--t&z\ 

[ 0 2 8 6 ] ifE^Mtt^IT^SnSfl:^ 
i L<«-e^JSfcOSI^fc:«}: Off* K=5rv^ffl5#ffl^ 

4it^c^K0. m<o%mnfcit><?)mii&ft : t:ttLxi> 
mitt, xfo^ wb, ^xto>f Him, 
o>f3hyx>isfii»i. m'g 
msm. bv>x*vy&m.mm. ho>my 

wmmtm- <paf> siasp]. *vY-smmL r 
TSisy%®MffiM. Tvui-vy/3%®mmffl. 

[0287] 

im&m tATizmmzmfxz<nm&m&ikto- 
mzmw?&&. xmiii-nmmmizmsiiztizhco 

[0288] 



2-((2,6-x7D07i-;W^-^7Sy)-3-(e^ 
'J^^^x^T5y)Toy?>^^ (l) 
[0289] 

[fl:6 9] 



a 




ci o 



I^COOMe 



0) 



[0290] 3-T5/-2- ((2,6-y7nu7i-W* 
MIL - )VT 5 J ) 7"ov +M\. 5ag« i^*^ o D^< 

g4--bo7xX^XXr/l' 69mg5:jDi.. SfiT'lfiffa 
H*fL<:. R^^Kb^y i/yo.04M fc h 'Jxf- 
^T5M).195«li0^nQ^^y3«l^g2:tlPt. SlS 

^mm*3^- h y atim. 0. lffl^jgK. m& 
mx-mu mfiLWti-hV'tAX'imLtitk. m 

Lti. m&i'Vij'fA'iiyMxi-lYyy-? i- (9 
DD^A/^^y-yP=€0:l) fcTSSLT. 2-((2.6- 
V? xmy 3.-)V)ij)Vit-)VT S / )-3-(b^y VMi 
>Vit=.)i>T$.J)-7urty&*1-)V&mgiWz (JR$74 



34 1 

X) . 

LR-MS (u/z): 401 (M+H)* 

!H-NMR (300MHz, CDCh, Sppn): 1.52-1.58 (6H, a), 
3.27-3.31 (4H, ■), 3.69-3.85 (5H, ■), 4.79 (1H, 
■), 5.26 (1H, ■), 7.24-7.34 (3H. ■). 7.52 <lH,n). 
[0291]gffifi2 

2-((2,6-y7oo7i ~)V) ij)VX-)VT 5 J )-3- ( 
'J V*1iMZ=j,T s y ) ro^yi ( 2 ) 
[0292] 
[•ffc7 0] 




IL 



^OOOH 



(2) 



CI o 



NH 



O 



[0293] 2-((2,6-y?nD7i-;W*A'^7 

;P8i. omgco^ ? y-iv?,*mwc, m^mfti- hv*> 

-McSRttiifclni. Sffl-cii§m¥L^. Kjm&to 

o*;UA,}: 9B2fc®Lt\ 2-((2,6-y7na7izW 

n^VK76.5^5r#^ (IR*99X) . 

HR-MS (n/z): CisHisChNstk t L/C £OfHfffi387. 0753 

ffl5gffi387.0775 

!H-NMR (300MHz, CDCh, Sppa): 1.54-1.57 (6H, o). 
3.32-3.391 (4H, n), 3.50-3.83 (2H, m), 4.68 (1H. 
n>), 7.26-7.36(3H, o). 
[0294]g&M3 

2-( (2. 6- on 7 x-zW^tf-^T 5 7 )-3-( (4- 
^f-zutr^u ^WXr^sK-^r 5 y )7-n/\*ygLX ^ 

(3) 

[0295] 
[flS7 1] 
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(^ao*;PA/^^y-;i^60:l) fcTttSLT. 2- 
((2,6-y7nn7x-/W*M-;l'7 $ /)-3-((4-* 

5.3ng*#*: (JR*73X) . 
LR-MS (m/z): 414 (M+H)* 

!H-NMR (300MHz, CDCh. tfppn): 0.93 (3H. d, J=6. 
10 3), 1.03-1.15 (2H, ■), 1.50-1.66 (3H, n). 2.69-2.7 
8 (2H, ■), 3.68-3.87 (7H, ■), 4.78 (1H, ■), 5.25 
(1H, ■), 7.24-7.34 (3H, ■). 7.48 (1H, n). 
[0297] g&&4 

2-((2.6-x? DD7 x -;W ^sK^T 5 /)-3-«4- 
^^•;Hf^ >J tf^-tf-^T 5 ./) Ttm^K (4 ) 
[0298] 
[ft7 2] 




,COOMb 



CI o 



NH 



(3) 



Me 



[0296] 3-7 S 7-2- ( (2,6-y7 n D 7 x 

5 y ) r oyNVSy f*81 • 5ogc7)y ? nn^? 

--ho7x-;l^xxT;P69ng5:SDi.. SST'l^SSJ* 
U:. SU^1^£4-*^t^»J ^>0.050il fc HJ 
xfvUT 5 >0. YFm\<r>V? oo* ? y3ili§*KSr M I . 



20 



a 




H 

N_GOOH 



a o V 



(4) 



Ma 

[0299] 2-((2,6-y7oD7 x^)*M^T 

5 y)-3-((4-^f^f<y it)V)i})VX-)VT 5 y )t-o 
zN'vit^f-^.Oingoy^y-^i^t. iffl£*K 

ft^y^^MciS&imlSriD*.. ^fflT'1.5I^SJ»¥L 
fc. aeS-^ftitcifflgJSKJlini.. ^on*yPAti 

30 i^hy^ATHagt^ 888U:. USS*^*^ 
/x-x^/^oo^AiOHttKLT. 2-((2,6->-'^ 
□D7x-W*y^-;i'7 $ /)-3-((4-y f-A'tf^y 
v»*;l-*-ywr 5 /)Ton:^7i.3ag£#*: (JR* 
892) . 

HR-MS (m/z): C17H21CI2N3O4 1 LTtf>fhgffi401.0909 
Sl£il401.0895 

'H-NMR (300MHz. CDCh, Sppb): 0.96 (3H, d, J=6. 
8), 1.06-1.26 (2H. m), 1.560-1.69 (3H, ■), 2.76-2. 
90 (2H, ■), 3.49 (1H. ■), 3.81-4.01 (3H, ■), 4.48 
40 (1H, 11), 5.81 (1H, m), 7.26-7.36 (3H, m). 7.58 (1 
H, n). 

[0300]g&M5 

2-((2,6-^Dn7i -)V) U)Vit-)VT $ J ) -3- ( (4- 

(2-^^y(3-h Ho<yx-f syyy^tr^y =jm 

1})VX->VTziJ)7unv&*^)V (5) 
[0301] 
Hk7 3] 



50 



343 



a 




ci o 



,COOMe 



NH 



(5) 



i-NH 
O 

[0302] 3-T 5 /-2-((2.6-y?OD7i-W^ 
#-)VT S J ) TWymx f-^56.2ng£7)^ OP^^ 
y2B\mmiZ s 1- 'J >>A24ng&tf? oo^4 

--ho7i -;Px^x;P52ng$r Jni. . SiST'l. sulfas 
ffLfc. £JE^^£i-(4-b-^yiW-3-t Ko^y 
X>f 5^y*-;P-2-3j-y63mgt h 'Jlf;k7$ y0.15ml 
coi^oo^y^i^ftS-iU, M&T'-SfeJStfL 

*y-;l/=100: 1-10:1) fcT»SlLT. 2-((2.6-^a 
U7x -MtfrX-frTS J )-3-((4-<2-:*=* V (3-h 

y)7-n^->g^^;P82.0mg$-#^ <IR*79Z) . 
LR-MS (m/z) : 523 (M+H) + 

IR (KBr): 3404, 3067, 2949. 2855, 2371, 1694, 153 
4, 1484, 1431, 1372, 1250. 1200, 798, 752 cir 1 
'H-NMR (300MHz, CDCU, Sppb): 1.80-1.84 (2H, m), 
2.30-2.38 (2H, ■), 2.88-2.98 (2H. n), 3.68-3.94 (2 
H, b), 3.85 (3H, s), 4.09-4.19 (2H. m), 4.45(1H, 
m), 4.90 (1H, b), 5.45 (1H. m), 7.01-7.40 (7H, m), 
8.72 (1H. s). 

[ah u = -11.0* (c = 0.10, CHaOH ) 

[0303] mmme 

2-( (2, b- : J9 no 7 x-fU) iM>X-)VT 5 J )-3-( (4- 
(2-^V (3-b Ho<yX>f $*V*iJ;W) tr*OJ 
^;^-;|/T5y)ron>K (6) 

[0304] 

[fc7 4] 
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fcflL ii*8U:. ^£**y-;lVx-r/W:DiSit 
KUT2-((2,6-v^OP7x^)*;P^-;PT5/)-3 

-((4-(2-^y (3-t Ko^yx^ 5^yyyW)if^'j 

v;W^;^-K-/l/TS y)rDy\*yK61.6agSr#^ (IR$ 
77X) . 

HR-MS (n/z): CjsHzjChffctte t LTtf)fr»ffi518. 0998 
ffl^M518.1047 

IR (KBr): 3379, 3069, 2972, 2934, 2862, 1692, 153 
10 5, 1483, 1430, 1381, 1250. 1197, 1172, 1092, 1039, 
1011, 968. 892, 801, 753 cur 1 
!H-NMR (300MHz, CDaOD, dppm): 1.75-1.79 (2H, ■), 
2.34-2-41 (2H, n). 2.91-3.01 (2H, a), 3.45-3.76 (3 
H, m), 4.11-4.18 (2H, b). 4.46 (1H. b), 7.00-7.06 
(3H, a), 7.27-7.45 (4H, b). 
[ah™ = -21.5* (c = 0.10, OfeOH) 

[0306] mmt7 

2-((2,6-y?on7x-;W *tl>X->VT S J )-3-((4- 
<3-* +>V-2-**V (3-h H u^yX^f 5 ^/»JW) t 

20 ^u^w^^-^rsyjraytyK^^ (7) 

[0307] 

[fl:7 5] 



a o 



^COOH 



^-NH 



(6) 



[0305] 2-((2,6-^no7x^U)^;P^-;PT 
$y)-3-((4-(2-**y (3-t Hn^yX-f 
f<'j ^)*;^-;PT5 /)Xa^\*yitx^82.0iDg 
<7)Xfs-M.5nmmiz. lffl^klHk^h'J^A*^ 

jgl.5Bl£jD;t. S&T-2l§fSlfftW:. »BS^I?9fcl 



CI o 



COOMe 



NH 



(7) 



O Me 

30 [0 3 08] 3-TSy-2-((2,6-^DP7x-;W^;l/ 

5mlS?RC m*^>- r- U ^A55mg&tf :?^^df^g4- 
- b a 7 x -yUxxr;W9mg$rJni , £i&-Cll$fSflB¥ 
Lfc. Rj£iS£!H!lfc3-y^-/l-l- (4-f ^U^;W-3-h 
Ko^yX4 $^y-;P-2-^yi42mgt h 'JXfvl/T'S 
yo. 290ml C0^no^^y2.5ml^5-Jnx % SiST15 

u*)l>&/X9J-)V=y):\) KTftgLT. 2-«2.6-y 
? no 7x-/H HiV#->VT 5 y )-3-((4-(>^ ^;P-2 
-**VO-h Fo^yX^ S^yy/W)b*^'Jy/WXf 
;^-;WTSy)Xo>'N-yit^f-;H79mgi&^ (08*80 
X) . 

LR-MS (b/z) : 547 (M4«)» 

IR (KBr) : 3396, 1750, 1687, 1543, 1497, 1435, 139 
8, 1250, 754. 735CB-UH-NMR (300MHz, CDCU, Sppb) 
: 1.83 (2H, d, J=12.3), 2.34 (2H, to, J=3.9, 12. 
50 0), 2.95 (2H, t, J=12.9), 3.41 (3H, s), 3.75 (1H. 
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m), 3.85 (3H. s). 3.84-3.95 (2H, n), 4.13 (2H, t, 
J=13.8), 4.52 (1H, tt, J=4.2. 12.3), 4.88 (1H, m), 

5.38 (1H, t, J=5.4). 6.97-7.19 (3H, n). 7.25-7.37 

(4H, a). 

[ah 20 = "33.2* (c = 0.10. ClfeOH ) 
[0309]gffiM8 

2-((2,6-y70D7x ~)l>) tl)Vit-)VT S J ) -3- ( (4- 
(3-y^-;i-2-:**y (3-b YuKyX^ $yyj^))b 
^U^)Xr;^-;i-r$y)7'oy\-yK (8) 

[0310] 

[fc7 6] 



CI 




H 

,COOH 



a o 



NH 



(8) 



O Me 

[03 11] 2-((2,6-y?D07i^)*yPiJf^7 
$y)-3-((4-(3-y^-2-**y(3-b Ko<yX4 5 

*v*y ;«> e^u VMiiMttzwr 5 y)xoA>itx 
f-;H72ngcoy ? y-;i^3»i^fSt . tiffi&NRfl:-*- h 'J 

0 Bflt® LT2-( (2, 6-y7nn7i -/P-) ij)VX-)VT 
$y)-M(4-(>y^-2-:*=*y (3-b r-'tK'.yX'f 5 

LR-MS (m/z) : 533 (M+H)* 

IR (KBr) : 3384. 3067, 2935, 1665, 1540, 1495, 143 
3, 1397, 1249, 11%, 1053, 911. 753, 732cm- « 
iH-NMR (300MHz, CDCls, Sppm) : 1.86 (2H, d, J=12. 
0). 2.34-2.46 (2H, n).3.00 (2H, q, J=ll.l), 3.41 
(3H, s), 3.57 (1H. m), 3.% (1H, d, J=ll.l),4.20 
(2H. t, 13.8), 4.51 (1H, m), 4.62 (1H, d, J=4.5), 
6.03 (1H, brs). 6.99-7. 18 (3H, m), 7.26-7.36 (4H. 
n). 7.69 (1H, d. J=4.2). 
[a)D 20 = -14.5* (c = 0.10. ObOH) 
[0312JSffiM9 

2-( (2. b-iS? OD7i ~)D tl)VX-)VT 5 y )-3- ( (4- 

(2-^y-3-^.y>*;K3-t VuKyXJ 

tr^y : J)V)i)>vm-)VT^J)r\3ny^.^)V (9) 

[03 13] 
[41:7 7] 



^2003-277340 
346 




H 

N. -COOM9 



01 0 -NH 



(9) 



[0314] 3-T 5 y-2-((2.6-v*y un7x-;l^)^ 

10 ^;i'Tsy)rnyN"ygt?{^72.aiig<o> ; ^Day^ 

>3mljg?£{;:. ^gNc^hy>A34ingXtXynn^4 
-^hD7i-^XXx;l^0ag$:JP^. SSTl^^ 
bfc. Rl5S^lt3-^.yyVl^l- <4-dy**;W-3- 

5 M>. I74ni?>>*7 any ? yi. SniiSift?: Jni. . SiBT' 

mm*.m-t- h y »> A*jg>BL 0. HreaaL 
*-cifc#u *i7kissi§-thy'>A-csiasL^ mmi 
tz. mt^^ay^iiy^^vyyy 4- (?o 
20 a*ywi»yy^y-;w=ioo:i) izxmmix. 2-((2,6- 

^007 x^Wa/l/tf-A'T 5 y)-3-((4-(2-3j-*y 

-5-*v>*;K3-b Kn<yx>f $ryy/W)tr**.y 
i^)4r A^c=^T 5 y) nvott* ^/Hi2mg£l§*: 

(IR$72%) . 

LR-MS (m/z): 623 (M+H)* 

IR (KBr) : 3380. 3265, 3064, 2952. 1748, 1688, 153 
2, 1491, 1433, 1402, 1251, 911, 731, 699 cnri 
iH-NMR (300MHz, CDCh, Sppm) : 1.85 (2H, d, J=ll. 
7). 2.35 (2H. tq, J=4.2. 12.6). 2.94 (2H. t, J=9. 
30 6). 3.68-3.82 (2H, m), 3.84 (3H, s). 4.14 (2H. t, 
J=16.2), 4.56 (1H, tt, J=4.2. 12.6). 4.87 (1H. m), 

5.05 (2H, s), 5.50 (1H, brs), 6.87-7.20 (4H, m), 
7.23-7.38 (8H. m). 7.45 (1H. d, J=6.6). (alo 20 = - 
9.8' (c = 0.10. OfeOH ) 

[Q3 15] HiSglllO 

2-((2.6-^*^ no7i-;H %>\sX—>\sT 5 y)-3-((4- 
(2-*=* y-Xy i/A> (3-b F a^yX-f S 7V V IV) ) 
\^^)V)V)iH)V^-)VT^ (10) 
[0316] 
40 [41:78] 



a 




,COOH 



a o ^ 



NH 



(10) 



[0317] 2-((2,6-y7on7x^W*M^7 
50 5 y)-3-((4-(2-5j-^y-3-^y^';K3-b Fn\yX>f 
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5 W 0 M ) V i/)V) *i)VX=.)VT 5 J ) y& 
y ^98.0agtf>y y y-;H. 5al}gf«{C. l«£*BHfc-)- 

fcffl£»fc:i85©SR£;!in*.. BB&x^CttaiU:. 

TllrXOfflL&lX. 2-((2,6-y?OD7iaM^ 
X~)VT S y)-3-((4-(my-3Xyy;K}-t Hd 

^yX4 $y*vy/W)e^y s^w^wtf-^rs y)x 

unyW5.ta&&fZ 0K$68Z) . 
LR-M5 (b/z): 609 (M+H) + 

IR (KBr) : 3387. 3065, 2933, 1687, 1544, 1492, 143 
3. 1405, 1253, 754, 734, 649 or 1 
•H-NMR (300MHz, CDCb, dppa) : 1.91 (d. J=12.6). 
2.30-2.53 (2H, m), 3.02 (2H, q. J=13.2), 3.55 (1H, 
d, J=15.6). 3.95 (1H, d, J=12.6), 4.21 (2H,t, J=l 
3.8), 4.50-4.59 (2H, a), 5.06 (2H, s), 6.01 (1H, b 
rs), 6.91 (lH.dd, J=0.9, 6.0), 6.98-7.07 (2H, ■), 
7.15 (1H. dd, J=0.9, 6.9), 7.24-7.35(8H, b). 7.68 
(1H, d, J=4.2). 

[ah 20 = -20.3* (c = 0.10, Ob OH) 
[0318]g&fflH 

2-((2,5-^007i -) V) i])\,i&-)VT 5 7 )-3-( (4- 
(2-:**y-3-Xnb;M3-b Yu^/XA §f*/*JM) 
b^ y i?)V) i})VX-)VT 5 J ) Tuny (11) 

[03 19] 

[fc7 9] 



(175) ^2003-277340 

348 

$34X) . 

LR-MS (b/z): 575 (M+H)* 

IR (KBr) : 3378. 3266, 2961, 2933, 1748, 1686. 153 
3. 1491. 1432. 1403, 1252. 913. 754 , 732 cr' 
'H-NMR (300MHz, CDCb, dppm) : 0.97 (3H, t. J=7. 

5) , 1.73-1.84 (4H, b),2.33 (2H. tq. J=4.5. 12.6). 
2.94 (2H. dt. J=4.5. 11.7). 3.71-3.93 (5H. ■). 4.1 
3 (1H, dt, J=2.1, 16.2), 4.52 (1H, tt. J=4.2. 12. 

6) . 4.87 (1H, a). 5. 47 (1H. t. J=5.7). 6.99-7.11 (3 
10 H, b). 7.18 (1H, dd. J=1.2, 7.5). 7.24-7.36 (4H. 

a). 7.42 (1H, d, J=6.9). 
(a)°20 = -9.7* (c = 0.10, CH3OH ) 
[0321]gffifil2. 




,COOMe 



a o 



NH 



OD 



[0320] 3-TS y-2-((2,6-y7nn7x-;W*;l' 

--ho7i ^uxxx;wimg^to 1 . m.&ximstm 

Ltz. SJSa^stri- (4-b^ysW -3-rotr;i-3- 
b r-'o<yX4 5 ?V-/P-2-*y90mgfc h 'J X-J-zkT 
5>-0.210ml<7)^DDy^y2.5mlSjR^lrai. SfflT 

fc. %m:i'V1] J f)Vi}yJ±?zi~?Yy ; 77 <- (7n 
O^A/yyy-^lOO:!) fc:T»KLt\ 2-((2,6- 

•;?on7t-^)*^iK-;P75y)-3-((4-(2-*^y 
-3-7"ptr;K3-t Fo^yX^f xyyy/WJb^y -J 
M*)U#-/UT$S)zrartym*1-tl'Wm8Znfz (JR 



20 



2-((2.6-> ; ^OD7x-;W^-K^r5y)-3-((4- 
(2-**7-3-:robVM3-b FtvO-X^ SyVUA')) 
b^ys^);$7l'#x/j/7 , $y)Tnrcyt& (12) 

[0322] 

[ft80] 




H 

N^OOOH 



Ct O 



CX 



02) 



[0323] 2-((2,6-^no7x-;|/)*;^^T 
5 y ) -3-( (4- (2-** V-3-Xn b;K3- b Y nKyX4 

urn)*)) b^y VMii)Vit-)VT $ y )roA-ys 
30 y^-;W52.0mg<?5y^y-;MBiS?St. l«£*IHk-r-h 

'j-7A*^?KiBi^aDx, sa-ci^^f l*:. rjss 
m&i*txmtm*x'mv. mmn- v y ?a 

iOIKfe^LT. 2-((2,6-y?OD7x-JH*^*- 
;UT$ y)-3-((4-(2-^y-3-TDb;K3-b Kn^y 
X4 5 y*y* y /W ) b^ y tf/w^yi/r 5 y ) tuk 

y|g32.0ng£#*: (IR$63Z) . 
LR-MS (b/z): 561 (M+H)* 
40 IR (KBr) : 3388. 1675. 1544. 1492. 1432. 1408. 125 
4. 1197. 1060. 755, 734 cb 1 
'H-NMR (300MHz, CDCb, $ppb) :0.97 (3H, t, J=7. 

5) . 1.78 (2H, q, J=7.5).1.87 (2H, b, J=14.4). 2.30 
-2.51 (2H. b). 3.01 (2H, q, J=11.4). 3.57 (1H, d, 
J=14.4). 3.84 (2H, t, J=7.2), 3.95 (1H, d, J=12. 

6) . 4.20 (2H, t, J=13.2). 4.51 (1H. tt. J=4.2, 12. 
9). 4.62 (1H. brs). 7.00-7.17 OH, b), 7.27-7.35 
(4H. b). 7.67 (1H. d. J=3.9). 

(a)D J0 = -9.0* (c = 0.10, CHsOH) 
50 [0324]g^ai3 



(1 76) 
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(2-((2.6-^007x^;l/)^^-^TSy)-3-((4 
-(3-(2-p<^rne^)-2-3r^V (3-t YvOXA 

(13) 
[0325] 
[fli8 1] 



1 



,COOMa 



03) 



[ 0 3 2 6] 3-T5/^((2,6-j/7nn7i-;W*yl' 

tf-^r 5 y ) ro^yity f-zi^-SmgcD^? cm* ^ 

^4ial^StC. r- 0 «>A40mg&tf? up«4 

--hn7x^lXXx^ag£jD;t. SfiT-ll^Sfl 5 
Lfc. &JE^H!lfc:3-(2- >f;P7ne;W-l-(4-t^ 
-3-t Ko<yX^:T/-rt'-2-:t>'98.4mgi: 
h »J X^T 5 yO. 210ml <r)i?9 unit? y2alffi&i:M 

SHBLfc. Sfci^y^l^A^avh^y 
4- (^nn^A/^^y-^lOOtDtT^SLT, 
(H(2,6-^nn7i -/k) ^lo-tf^r $ y )-3-( (4 
-&-(2-X*)VTu*:)\,)-2-ttV (3-t Ha^yx^f 
5 ?V »J /W) ) tr^ 'J #;W;K^/UT 5 J ) X art 
^f-yP67mgiSr#^ (JR*38X) . 
LR-MS (m/z) : 589 (M+H)* 

IR (KBr) : 3388, 2959. 1749. 1687. 1532, 1490, 143 
2. 1404. 1253. 1056, 913, 756, 734 car 1 
1 H-NMR (300MHz, CDCh, Sppm) : 0.% (6H, d, J=6. 
6), 1.83 (2H, d, J=11.7), 2.19 (1H, m), 2.33 (2H, 
tq, J=4.2, 12.6), 2.94 (2H, dd, J=3.9, 11.1), 3.66 
(2H, d, J=7.2), 3.77 (1H, m), 3.86-3.94 (4H, m). 
4.13 (2H, t, J=14.7), 4.53 (1H, tt, J=4.2. 12.3), 
4.87 (1H, m), 5.42 (1H, brs), 6.97-7.10(3H, m), 7. 
18 (1H. dd, J=1.2. 6.3). 7.24-7.39 (3H. m). 
(a)D 2(1 = -7.r (c = 0.10, QfeOH ) 
[0327] £jSflll4 

2-((2.6-y7no7i -iV) ij)V1t-)VT 5 J ) -3- ( (4- 
(3-(2-^^XDe;W-2-5j-^V (3-h YnK.yXA $ 

(14) 

[0328] 
[ft8 2j 
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a 




H 

N^COOH 



a o \ 



04) 



cup 



° H 



[0329] 2-((2.6-^P07x-;W*^5K-;WT 
10 $/)-3-((4-(3-(2-jxwrne ;W-2-*^V (3-t F 
D<y^ 5 ^V'J/l')) e-^'J SWjir JMfcyPT 5 J ) 
XD^tyi!^f-;P65.0B8<7)^^y-M.5Bl»i x IS 
^*SEfb^ h U >7 A*jgjffl - 5b1 £ Jfli s Sffl-Cl . 5B*S 
flitfU:. R*5S^B5tlffl£iglS^Jnx.. *S?x^ 

*B^hy^A-C&*£U:&, iiffiL*:. Sffii^Q 
ntf^A/x-TW^-fl-y J: 0 IRfcKLT . 2- ( (2,6- 
y?PD7 i-;W*;^-^7S /)-3-((4-(3-(^ 
^Xntr;W-2-^V (3-h Ho^yX^f S^/'J 
20 ;W)e*oj VMiifrit-foT\J}ttn>&A\.to& 
#/c (iR^65%) . 
LR-MS (m/z): 575 (M+H)* 

IR (KBr) : 3385, 3066, 2960, 2871, 1685, 1535. 149 
1, 1431, 1406, 1253. 1195. 1056. 909, 802, 756, 73 
3 cm- 1 

'H-NMR (300MHz, CDCh, £ppm) :0.96 (6H. d, J=6. 
6), 1.87 (2H. d. J=11.4). 2.19 (1H, b). 2.31-2.49 
(2H, b), 3.00 (2H. q. J=12.0), 3.57 (1H, d, J=15. 
6), 3.67 (2H, d. J=7.2), 3.95 (1H. d, J=12.6). 4.2 
30 0 (2H, t, J=12.9),4.51 (1H, t, J=12.0), 4.63 (1H, 
brs), 6.02 (1H, brs), 6.99-7.16 (4H, m), 7.27-7.36 
(3H, b), 7.67 (1H, d, J=3.6). 
(«)d*° = -34.5 0 (c = 0.10, QfeOH) 
[0330] g^ai 5 

2-((2,6-y?Q07i -iV)tilV#—)VT 5 J )-3-((4- 

(2-y. ^vrunjAtvr $ y)-4-7 x ryu^y VM 

tl)Vil!i-)VT$.;)7urtylfot+tV (15) 
[0331] 
[ft83] 

40 

" _,COOMa 

a 6 

IWI 

05) 




X 



[0332] 3-T5 y-2-((2.6-y7007i-yH^ 
*-/|,T 5 y )Xo/tygty f-/P67. 7Bg«0^^ DO^ ? 
>2mlMC ^St*^t r- 'J >>A29.4mg&^on^ 
50 K4-^b07i^/PXXx;l66.3mg^Sni.. 3»t3$ 



(17 

35 1 

0.150Bl^'?PPy?>^l8&£fllLt. W&T-im 

m+h ov&mm. o.im&m^ mam^x-m 

£i'Vfi-y)l'tiy£.?u~?h7y-74- (?pp*/ki. 
/y?y-;K00:l-10:l) IZXWMLX . 2-((2.6->-'? 
DD7 x^)*A>#=JVT 5 /)-3-((4- (2-y 
n/W^^TS /)-4-7x-^tT^.'J i^l^Ptfx/i, 10 
7$y)To;\-yi8*?-/W0.3iig£*i*: (IR$63X) . 
LR-MS (b/z): 562 (M+H)* 

IR (KBr) : 3338, 3060. 2%7, 2871, 1742, 1654, 158 
0, 1533. 1432. 1361, 1262, 1210, 1173, 1127. 1093. 
1040, 1024, 985, 928. 802. 781, 760, 735 cnr' 
'H-NMR (300MHz, CDCU, dppm) : 1.12 (3H, d, J=6. 
9), 1.13 (3H, d, J=6.9), 1.94-2.08 (2H, n), 2.31- 
2.50 (3H, ■), 3.03-3.18 (2H, b), 3.70-3.90 (4H. 
n). 3.82 (3H, s). 4.82 (1H. m), 5.39 (1H, t. J=5. 
7). 5.62 (1H, s). 7.18-7.40 (9H. ■). 20 
(«)d 2 » =-18.7- (c = 0.10, Oh OH ) 

mm le 

2-((2,6-i'7oo7i^)*;^-;l'7$y)-3-((4- 
JDVX-ArTSi^Tunym (16) 



[0333] 
[-ffc8 4] 




[0334] 2-((2,6-y?an7 x.—)\Ati)Vi£-)VT 
/H^U l/)V)i))Vifs-)V7 5 /)7*oyN-ye^^-;i/87.o 

£b#xm&M*x-m t . mma- h u * at& 

BSfcgLT. 2-((2,6-y7nD7x-;l')^^7 
5 J )-3- ( (4-(2-y WTan/ A )VT S 7 )-4-7 x x 
/UtT^ y 1))VX-)VT 5 y ) ToyN'yK63. 4BgiHt 
it (JR^75%) . 

HR-HS (11/z): C26H3oChN405Nai:LT<7)tmfi571.1491 

ffl£ffi571.1550 
IR (KBr) : 3416, 3318, 3073, 2969. 2930, 2870, 258 
9, 1729, 1649, 1601, 1530, 1430, 1361, 1257, 1208, 50 
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1121, 1093. 1040. 1024, 984, 901. 800. 776.762. 7 
34 en" 1 

'H-NMR (3O0MHz, CDCh, Sppa) : 1.07 (3H, d, J=6. 
9), 1.08 (3H, d, J=6.9), 1.78-1.87 (2H, ■), 2.44- 
2.57 (3H, ■), 3.01-3.10 (2H, b), 3.59-3.87 (3H. 
b), 4.66 (1H. b). 6.32 (1H, t, J=5.5), 7.15-7.29 
(9H, b). 8.61 (1H. d,J=6.6). 
(«)d 2 » = +24.8* (c = 0.033. C2H5OH) 
[03351 936M17 

2-( (2.6-v^ po7 x -M tfyl/tfx/PT 5 J )-3-(7 x 

-ivmvX-tvT 5 y ) TaJiymx ( n ) 

[0336] 
Ht8 5] 




(17) 



[0337] *&T\ 3-T S y-2-( (2,6-y?D07 x 

^DPy^y5ml^SKtCh'JX^T5y0.348mU O 
VAtWnyA H0.069ml5rJni.. g&X16.5&jm®& 

Vt?vv*)VKXW&lK. H®m*i>i>itX . 10% 

?xyia«, mam*ximL. m^mri-vu 

tzxmmiX. 2-((2,6-y7aa7x-yW^!K-^ 
7* S y )-3-(7 x ~)V*})VX-)VT 5 y )Ta>'N-yB!y 
/H82.5mg£#fc (JR*97%) . 
LR-MS (w/z): 395 (M+H)* 

'H-NMR (300MHz. CDCh, Sppa) : 3.84 (3H, s). 3.94 
-4.08 (2H, b), 4.94 (1H. b), 7.07 (2H, brs). 7.24- 
7.39 (3H, b), 7.41-7.52 (3H, m), 7.77 (2H, d, J=7. 
0). 

[Q338] HfSCTl8 

2-((2,6-y7n07x-;W*M-;l'7S7)-3-(7x 
-)Vti>VX=.)VT$.J)7WsW. (18) 

[0339] 

[■(E8 6] 




08) 



[0340] 2-((2.6-^PD7xX;P)*;^x^T 
* y )-3-(7 xX/l^tf- )VT i J)7u*V&* *f-)V 
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izoAm.sm^tatxmi^i-)uxi6itiiLt:. mm 
i^hitx. mm&*xififtL. m#mtrh\)*A 

lVX.~T)\^^m^kLX^ 2-((2,6-y?007i^ 
)V)tt>VX-)VT$ y)-3-(7 x.-)Vij)VX-iV7$ J) 
7urtVW*>.-*&Wl (JR$74%) . 
LR-MS (n/z): 381 (M+H)* 

!H-NMR (300MHz. CDCh. Sppn) : 3-87 (2H, d. J=6. 
7). 4.99 (1H, t, J=6.7), 7.32-7.54 (6H, ■), 7.80- 
7.85 (2H, ■). 
[0341]g&ai9. 

2.3-t*X((2.fr-v^oo7xr:;l/)^jK-^75y)r 
o/^i/f^ (19) 

[0342] 

[fc8 7] 



a 




(178) ^2003-277340 
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-)VT S y)7o^>K*?-;P80igiM ^/-/Wnlfcig 
*>U *&T. 0.im*8ll:7hy?A*jg^l;()D;c. 
TZSO&JfU:. RJ5S?Kfc:o.lffl^JSg?^Jni.TStg? 
xiHUT-ttttL*:. W«Sffl£-£*>-frT. fSW&l&lcCifc 

2, 3- t*X ((2,6-y7ao7i x;U)^;P^-;l^r $7)7 
tmyS50.8mg£f§fc (JR$66%) . 
LR-MS (n/z): 448 (M+H)* 
10 'H-NMR (300MHz, CfcOD, Sppi) : 3.81-3.% (2H. n), 
4.87 (1H. ■). 7.33-7.43 (6H, ■). 
[03471 mW2 1 

2-((2,6-y?Dn7i fj)\,if.-)VT 5 / ) -3- ( (2, 6 
-v.* S^x-A^Mf^l^S y)7o;\*y§k>< 

(21) 
[0348] 
[-fb8 9] 



a o 



,COO»te 



nh a 



(19) 




a 



20 



[ 0 3 4 3 ] 3-7 5 /-2-((2,6-x? Q07i -AO 
#^7 $ y)7aAVi^i ^-;H56. SrngcO^ nn^? 

V*f4Mrx&-i H0.086ilSrlnx.. Si3T16.5l$®JS 

jDi.T^OD*^ATl4ajL^. ^TSl$rS)t)-ttT. 10 

A?D7h/57^- (?on*;kk/;-<?y-/l/=50: 
1) tTfiSSUT. 2,3-t'^((2,6-y7DD7i-;W* 
;l/^;l.r5y)7D>''?yK^f-;l'217.3iiig5rf|7t (JR* 
98%) . 

LR-MS (m/z): 462 (M+H)* 

1 H-NMR (300MHz. CDCh, dppa) : 3.84 (3H, s). 4.02 
-4.17 (2H, ■), 4.91 (1H, m), 5.52 (1H, n), 7.12 (1 
H. b), 7.21-7.33 (6H, m). 
[0 344] Hfeg||20 

2.3-t* ((2,6-y?no7i x/W 57)7 
DA^K (20) 

[0345] 

[ft8 8] 




a o 



H 

N^COOH 



(20) 





,COOMe 



a o 



1 



NH OMfl 
MeO' 



(21) 



[0349] 3-75y-2-((2,6-^on7x-;k)^;l/ 
*-/l/7 5 J )7UJ*y&>( f-;H56.8mg«Ov^OD^ * 
>5nl^fKfc h 0 *&)VT $ M). 348ml . 2,6-v* h=*>- 
<y/-f*;n9'f F120.4«&ih;l. ^ffl-C16.5^0 

^UDi.T^oo*;|/ATttajL^. 3r«5Jf£ JMrfrT. 

30 lox^xyi^a. &«&jg*-cifcj!>u m?mmi- 

7A?D7h/57<- (^oa*;PA/^^y-;l^=5 
0:1) fcTfSMLT. 2-((2,6-y7nD7i^)*;^ 
-;l^7$ J )->( (2.6-v* y7 x.~)V)il)VX=.)\s 
T$y)7nJ*>m*1-M95.9Bg$:ftti (IR$90%) . 
LR-MS (n/z): 458 (M+H)* 

•H-NMR (300MHz, CDCls, dwm) : 3.72 (6H, s), 3.83 
(3H. s). 3.95-4.12 (2H, ■). 4.97 (1H, ■). 6.21 (1 
H, m), 6.52 (2H, d, J=8.5), 7.18 (1H. d, J=7.3), 
40 7.21-7.33 (4H F ■). 

[Q35Q] m$km22 

2- ( (2, 6-^7 DO 7 x x;P) ^/^-^7 5 / )-3- ( (2, 6 

b4f^7xX7W*^x;ur$y)rp^yK (2 

2) 

[0351] 
[-fk9 0] 



ct 



[0346] 2,3-h'X((2,6-y7D07x^W*W 50 



(179) 



35 5 



a o v 



N^-COOH 



NH OMe 




(22) 



[0352] 2-((2,6-^on7x-;W)^^-;PT 
5/)-3-((2.6-^h^^7i-;W*;^-;WT$y) 
ya/*>t!L*1-)i>&l.5az£X ?y-/P3Bi(c|gj&»U * 

xanaitz. Gmmsfritr. mmmx-mi. 
mxfcm- h v msuz. mm? 

uu^^A/v'x^x-T^^SitKLT. 2-«2,6 
-y7on7 *-^)*;^-;k7S y)-3-((2,6-^ )> 

tz (iR$60%) . 

LR-MS (n/z): 441 (H*H)* 

iR-NMR (300MHz, CD3CD, Sppb) : 3.75 (1H.. b), 3.7 
6 (6H, s), 3.84 (1H. m), 4.87 (1H, n), 6.63 (2H, 
d, J=8.5), 7.27-7.43 (4H, b). 
[03 5 3]gSSM23_ 

vyy\si;>Wf2-{m-y)V*\/>-')-4)VX h*>-) 

^;^-;Ur5/)-3-(l-(4,4-^f-;l-2.6->'*^y 

y&(23) 

[0354] 

[fc9 1 ] =1 

Si 4 2 
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°Y H r J1 ^® (23) 



(•ii^y^l^VSr^U JUT, mz®*)<?>%^m 

10 [0355] 50ml 0>7 4Ar9-itSsV>&BSBU8& 
SStr7y^Wi/*y2g (n-na : l.3nBoi/g) SrJni. 
fc. Py'ytN-«-( (9H-7;W?fl'>'-9-f;^h^ 
y) *Jl4&=Jl4-N-s-l- (4,4-^f-;U-2,6-v^ 
y^QA.^-w ijfy) -3-^^7*f-;W-L-^T5 
y^o^ii (3.2 «. 6 dhoI) „ s^c^rs/tys* 

>■ (73 mg, 0.6 BB0l)i'*.>t?-;Wvl'A7$ H (20 alh 
Vi/?'Q*<*l/)\>i3)Vi(. i M S K (1.0 al, 6.6 ami) 

20 *&VV (*tl?iW bU 50-fo) XimU K£ 

mm^. zmfc&to (3.2 g, ^o-Hio.si bb 

ol/g)£#fc„ 

[ 0 3 5 6 ] mmiA. 

■ [0357] 
[^142] 











i 2 4 


24 




3 ; 

N-a-[ 

U >-9->T A. ^ h * 
2 r 6-^**:/*>?Q's 



[0 3 58]SHM25. 

7 y^Wx>^2- (2.4.6- HJ ? oo'OVWA'TS 
y )-3-(l-(4, 4-^ ^)V-2, b-isttV is? a^-lH 
Ury)-3-^f-;P7*^rsy)ray i cyi! (25) 
[0359] 

[ft92] * 




(25) 



[0 36 0] vt?n*y (9 6(1) tyy/i^^vfi 

l^-((9H-7^Wy-9->f;M h4fv-);&/M?-rt'7$ 
y )-3-(l-(4. 4-^'y f-*-2,6-5/5f^V n^? -1-4 

yxy)-3-y^7^i/r$y)7a;\*yg? (20 Bgr 

O, ca 16M»ol)$rAiX7t. 5 0 0ml 77X3t7>( 



(180 
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failV (96ffl) . 2 0%K'<.OiSy&4kX1-l'ym * 

/k rh5tHo77>. WCt+^V (-eix-fniOO 

( 1 2d) \,zmc*+VV (12 ilh 2. 4. 6-MJ?0 
BOVWnDH (560/* 1. 3.6 molh MJxf- 
*T5y (830/* 1, 5.4 H>l)fcft*.fc. 

sa-ei6i9BB8iu raw:. vyv±v*+M* 

/t-ATSK ^^y-/K fh5hFo75^ S'fLX 10 

£14 3 
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H«fcLT2. 4. 6-HJ 

y/^f/^o'JK. 1-^-7 M^7o«JF. 3, 5->>? 
vaKyyjt\,7wj h. 3. 5-b'x(M>7/^o^^- 

wcyy>(MauH, 2, e-s^/M-n^yy^? 

nUF. 2. 3. 5, e-rh^^^o^yy^/^aU 
H. <yy>f/^o»J K£JflvrtK£&fTV\ SU4 3 

[036 1] 
[*143] 



2 6 






2 7 




&Jfc«2 5 ; l-t7h/f 


28 




£*0|2 5 ;3. 5-y*a 


2 9 




#116082 5 53, 5- If* (h 


3 0 






3 1 




$mW2 5 ; 2. 3, 5, 6-r 
* a ij K 


3 2 




iy&«2 5 ; ^y^Ji/ 
* n ij k 



26 



[0362] 

2-(2,4,6-hy^nD^yy>f/l'T5y)- 3-((2,4,8-h 
'J T-f-2-X f;H-^y-4-7i-;wen (4.5)t? 
-s-^/W^tf-zi/rs/JTaKyi! (33) 

[0363] 

[fl:93] s 



a o 



^cooh 



(33) 



[0 3 64] yyi? r U> ; ya^2-(2,4,6-hy^oo'<L 

50 yy-f ;wr s j )-3-(i-(4, 4-^ f-/i-2, 6-^=* v >- 



(18 
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Wmht>hJtiA'?'at}V (lffl) fc2%tK7y> 
-ffi&k/Vt+MtfrJ'T^Ytm (1 MUM. 

m^&Vy (*tl?tl2 ml. 5@^o) "Cft^ 

4-zfn7i-;mf^ (60 mg, 0.3 mmoDfcv-f 
yyotVl/X-^TSy (52/il, 0.3 mmoDoig-ffcy?- 

(32 mg. 0.2 mDoOt H'Jx^rS y (28jul. 0.2 m 
ol)«>3/jt***Jl'Ar$ F (1 ■DfltiK&fttT. £S 
T2 0#ia&&LJt. rsfi®. l/i^fcS******* 

y (*ti?ta au tift^u g^sasiL 

fc. i^'yfc l o%F y 7^*nffl«^igcy?-wyig 

ft (2 iDl)^Jnx.T3 0^IS^Lfc„ M, 1^'y 20 
tmS+Uy (1 ml. 20)Tft»U rig£mtf>T 

LC-MSf-? 

#7 A : Xterra ODS 5v*, 4.6X50 mm (Waters) 

msm® : o. lxxwmm : o. ix^st* f^ f y ;«» 

i$=90:10 (0 min)->10:90 (3-5 min) 
MS (m/z) (m)* = 498 
fiU^ia : 4.60 min 

[03651 36860127 : 7-fy5y-fiijiS 
HJS0J2 Ft LT. 2.6-^ao 30 

KyVfMWJ F\ MA^oU F\ 3, 5-y* 
y nn'W'f )V9 n y H , 3, 5-t"x(Fy7/M-oy 

f-jW^yy^yoy f\ 2. j-^iwn^y/'f* 

?D'J F\ 2. 4.6-F'J 9uvKyWAr9WJ F, 2. 
3, 5, 6-Tb57/WnKyy-4fMrv l J H, 'OY-f 
/^o'JHJH\ HiSM2 6T'ffiffl-r€»T$ylSii: 
LT4-(2-y 5 **/y =JM-e*OJ 

i-7x^i, 3. 8-hyr-f;*tru(4. 5)T^y-4-* 
y. ^3^-yK. 4-7x-;wtr^.y^*y. 4-^.y^P 
t^'jy'y, 4-t^y y>x^y-;k 4-a-^nyy 40 
x/w-b-^y i/y . f 7 yx-r* t fq4 y *y y 
y. xf;MV-^fySixfik tr^'jy'y, 4- 
rsy-1-N-Boc-t^.y^y^ffl^Txry y b&y 

[0366] PW(^ (A) - (E) <0ffl^i3-«:-CX 
7-y -/ F&y-;l^{e,J: y s Tia^PL.fc-fl:#i*)£-£ 

[0367] (A) gyoy FfcLT. 2.6-y'^oo^ 

yyw/i^nyK % l-y-yn^yay f\ 3, 5-i-'y 

un^yy^f ypy o'JK. 3, 5-b*y (h'j7^n^f 50 
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MOW )V9U*} F\ 2, 6-^*7^D<yy-<;U^ 

oy f» 2, 4. 6-hy^na^yy-f^oy f\ 2. 
3, 5, 6-rF57;^n^yy>f^nyF\ <yy4 
;pyoyF\ rsyit^fcLT. i-(2-rsyx^)t: 
i-rsy-2-yony-7K l-yxx/nr*?. 

7^*y. 1, 2. 3. 4-TF7bFo^y^T5y. 3- 

7x-;prob-;i/T5y. yMyyfwrsy. avt 
ot^7$x t/^yy, n-^y^rs y. troy 
i?y. 4-y/M-oyx*-M<y$ y, 3- ( F y y^M-a 
-X F*>-) ^y^kT $ y<?5ffl*£*Hi-. 
[0368] (B) Kyny FtLT. 2. 6-^'yoa 
'Cyy-OkJ'ay F\ 0*/4Ar9WJ¥ % 2, 3. 5. 6 
-Thy jMcuW/A )V9 n y F\ l-y-7 F 4 ;py 
n'JF\ 2, 4. 6-Fy^on^yy^^uy F\ 2. 6 
-^'y/^D^yy^^^oy f\ j^urcm*y;(up 
^x;uyoy f\ o-b/i>*4 pwwj f, 0- ( Fyy^ 
*u*+A>) <y*/4 ;k?ny F. p-F/U^-f ;kyny 
F\ tv<a>ou?ny f\ p- ( Fyy;^oyf-;u) < 
yyM/l^uyF\ i-WW^n«JK. 3, 5-x- 
Fo^yy*>fy|/^oy F\ 4-b'7i-;WM-;^ci 
•jf\ y?oMty*;^-^?ny f\ rsyi^ 

y. s-Tsy^^rw-zk 1, 2, 3. 4-xF? 
bFo-fy^yyy. 2, 2, 6. 6-fN7^f;H-^ 
|J KmyA. N-^f ;l^7i W7Sy, >-yn^. 

yf-^rsy, 3. s-^y^nf^y^y, -<v>fyF 
yy, 7;P7y;prsy. N-^f-^Fyr^sy. 1, 

2, 3. 4-xF7tFn-9H-b-y F(3. 4-b)^yF-;K0 

[0369] (O &yoy Ft Lt4-yFdf ^yy 
;^n'j f\ 2, 6-^ F^-^yy-f ;wyay F\ 3 
-y?D^yf^7ntt-;^n'J F\ 4-ynoyj- 
'J;i^yoy F\ 4- ( F y y;^ny F*Sy) )V 
^o«JF\ T5y|SltLT4-(2-7-F-l-^yX>f 5^ 

yyx;w-e^y>?y N i-7i-m, 3, 8-Fyr-f 

y.bo(4, 5)r^y-4-^y, 4-7x-^»Jy'y, 4 

-^.y^vutr^y i^'y % i-7x-^5yy, 

yy» 4-7x-M. 2. 3. 6-TF7t Fob-yyyig 

4-t Fo#^e^yi/'ySK»i. 4-^yy>f;wtr 

v'ygKJg. 4-y7A4-7x-;Hf'<'JyViil 
[0370] (D) &yoy FtLTo- (hU7A'*a 

yf-;i/) <yy>ouy* ay f\ p-F;M^oy f\ p- 
(Fyy^jj-a^f-^) ^yy-f^yny f\ t-y^a-f 
;pyo»JF\ ^yD7*n^y^-K-^oyF\ o-F 
Artt4fr9u» F\ 4-t'yx-^/P^-^^oy F\ 
y^o^fy^z^n'JK, r$ysggtLT 
y'Xyyyprsy. N-^yv'/pxyy-^rsy. 1. 
2. 3. 4-f h7hKa>( ydfyyy. N-yf-^x*f- 
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o'Jv'y x n-^yf-^rSy. 4-(l-tfD'Jx~;We^ 
'J^'y, 4-7x-*-l. 2, 3. 6--f F?t Fot'J^'y 

[03713 (E) ®?aVVt 1X2. (risfzirK 
yy-f /W ay F\ <yy>f rt^ n 'J F . 1-^7 F 4 A> 
?D'J b\ tert-7*^T-fe^^O'J F\ x7tJALy 
^y*M-;^o'jb'. s^o^yf-zi/T'-fef-yi^u 
l>F\ 7x-;kT-fc?-;i'?nyh\ tKoyytt>f;l, 10 

^ai> h\ ^y^^yr-bf-^oi; f\ 3, 3-^ 

^ 'J n-f a u F , Yv yx-2-7 x.-)V-\- 
^ ? u?unyi])\,ifs-)V? qijk, l-r/vv? y# 
lVifi-)V7v>) F. (lS)-(-)-*y7x-«y^T^>x F 
70U F\ 4-?OD7iy^mWD'JH, 

yg^tLT^y^rsy, N-^y^x^y-zu 
r$y. 1, 2, 3, 4-rF7bFo>f y*/yy. n-* 
f-;W7x*^;PT5y. y^o^rfvi/rsy. -fy-f 

yF'jy, 4-7i-M, 2. 3. 6-xF5bFDe>J^* 20 

y&8£. 2, 5-^f-^tro'jv'y. 4-<yy>onf 
^•j^'ygss. 4-tFo^^f^.y^yjgeJS. 4-v 
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ry-4-7x-;pe^i»v r ySKe. 4-f^y Fy 1* 
[ 0 3 7 2 ] it:. mtm2 sx-m-tmmt ix. 

v y^u^ya^2-(2,4.6- F »J ^noK.yAf tvr $ 

y)-3-(l-(4,4-> ; ^^-;U-2.6-v ! ^yv'^P^-l~f 

yry)-3-^^y^r57)y^yii(24) . m 

o'JFtLT2, 6-^no<yy>f^o'JF\ 2, 4, 
e-F'J^nn^yy-f/l^o'JF. 2, 6-> ? 7;^n-< 
y y^f ivyuy f. Hisw 2 6 T-fiM-r & r $ yf« 
LT4-(2-^ F-i-<y x>f $ *v y ->w-t^ 'J ^*y , 

l-7i-/H, 3, 8-FUTifXh-n(4. 5)f^>4-* 

y, 4-7x-;Ph - ^y> ? y, 4-^yj^Pt^yyy, l- 

7i^t^7yy. tM'jy> 4-7x-M, 2, 
3. fr-TF^hFoey^'yJSlrS. 4-t Fa^tf** 

Ux'ygRE, 4-^yy-fM^yy'yjgKJS. 4-^r 
y-4-7x-;i-e^'ji/yisias. 4-tr^y Fyi*^ 

[ 0 3 7 3 ] ±WmizX 9£*Utffc£*fc, 
*U4 4~2 0 6£IEftt-|>. 
[0374] 
[^144] 
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I8& (J. Bio. Chei.. 262, 6886 (1987)) fcftot. C 
S-lffiW**tf^7*f-H (Gys Leu His Gly Pro Glu Glu 
He Leu Asp Val Pro Ser Thr) t^h' y MgG(Sigaa) 

TPBS(-)tB&^") Tmit. %K4 A/ 7\s-h (NUN 
C) fclW//l/?x^-foA*u 4X2. 16&ffig}m.LXm 

[04 38]&fc, »>x^rt$rPBS(-)fcT2|Hlgfe^ 8 

[0439] ^fb^fc^tt^f y-f^'J y« 4 >9 1 
(lOOjul) £gST-20^&&a>ta6KJS;*-tf*:&. «> 
x^rtT-CS-l^T f - H i: 30X:T3^SKt5S . <£<0 
#t&&BT*tt4 Vr^'J >a 4 /3 1 £®3IBfc*U 
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M MnCh, pH7.4) Xmmm^Lti. $&LiZ*im& 
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